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Jungle Medicine in the Shan State of Burma 


Albert Ai Lun, M.B., B.S.,* and Gordon S. Seagrave, M.D.* 


NAMKHAM HOSPITAL, NAMKHAM, BURMA 


From time immemorial, the natives of many parts of Burma have relied on jungle 
medicines and have resorted to them frequently. Many village quacks have become 
quite proficient in their use of herbs, opium, crude chemicals, leeches, and blood- 
letting. Untrained village ‘‘ midwives’’ are a constant source of danger to modern 
obstetric practice. The natives know to an extent how to handle their accident 
cases. It is quite amazing to see how observant and resourceful the natives can be 
Their power of observation and comparison of anatomic parts is good. After reduc- 
tion by their inexpert manipulation, the fractured limb is put in splints improvised 
from pieces of bamboo and jungle wood. If the fragments fail to unite after a con- 
siderable length of time, the village quack gives the patient a large dose of opiates, 
wraps the fracture area with a piece of cloth, and then hammers it with care to 
break off the callus. Remanipulation is next done, and the limb is then wrapped 
with some meshed jungle leaves and again immobilized with bamboo splints. Be 
lieve it or not, the bone fragments unite readily after this drastic procedure. In 
cases of high fever, diarrhea, and all kinds of vague abdominal pain, the natives boil 
certain kinds of roots and leaves and then drink the liquid. They chew and swallow 
the bark of a certain rhizome as a remedy for nausea and vomiting. Deerhorn in the 
velvet, monkey blood, and remedies of this sort are claimed to be very effective for 
all kinds of ailments. The urine of a black bull is the most commonly used cathartic, 
while the urine of a buffalo, preferably a blond one, is believed to be a sure cure for 
beribert. 

The adventures in the improvement of jungle medicine in the Shan State of the 
Union of Burma date back some 55 years when American Baptist medical mission 
aries established a 30 bed hospital at Namkham, which is located on the famous 
Stilwell branch of the Burma Road. Diseases of all varieties were rampant every- 


* Medical Superintendent, Namkham Hospital. 
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where, but hospital care was infrequently sought. The natives in those days looked 
upon the mission hospital with skepticism. The Palongs, a timid racial group of 
Burma, are very frightened of the scalpel. The Kachins, on the other hand, are a 
braver race and submit to surgery readily. One fallacy the patients have about acute 
abdominal conditions is the belief that massage of the abdomen should always be 
the top priority local treatment. As a result, neglected and moribund cases of 
ruptured appendicitis and gastric and duodenal ulcer are brought to our hospital 
with the expectation that miracles can be performed. 

Prior to 1922, only minor surgery was carried out by former medical missionaries 
with limited facilities in a small wooden operating room, with crowds of relatives 
of patients in constant attendance watching every move made by the surgeon. Lack 
of means of proper sterilization and shortage of drugs, surgical instruments, anti- 
biotics, and trained medical personnel greatly hampered the advancement of the 
medical work in the State. In the backwoods and villages, a great many obstetric 
accidents occurred daily, for the untrained village ‘‘ midwives'’ considered obstetrics 
the art of the tug of war. Oftentimes, an arm was completely pulled off a baby. 
Then, in 1923, when breech and forceps deliveries were successfully performed at the 
hospital in Namkham, and also when patients survived the major surgical operations 
performed with the help of a handful of surgical instruments discarded as useless by 
the Union Memorial Hospital in Baltimore, the natives began to appreciate Western 
medicine and surgery. (Many natives, even now, believe that the stethoscope is a 
variety of heaven-sent x-ray with which the doctor sees through their hearts and 
livers.) Then patients began to flow into the mission hospital for treatment. Later, 
in 1925, with the arrival of American White Cross supplies and the first instrument 
sterilizer from the Kny-Scheerer Corporation of New York City, which was a gift of 
Buffalo Baptists, headway was established in the revolution of jungle surgery and 
medicine. 

For the first time in the history of the Northern Shan States, a nurses’ training 
school was opened in 1923 so that the patients might receive modern nursing care. 
As the native Shan and Kachin girls did not know English, Seagrave's A Course of 
Training for Nurses, written in Burmese, was used. In view of the standard of medical 
work and teaching the institution rendered and is still rendering to the country, the 
hospital and the nurses’ and midwives’ training school later gained recognition from 
the government of Burma. This nurses’ training school has been enlarged year by 
year until in 1947 the total enrollment climbed to 225 nurses and midwives, composed 
of some 18 racial groups from all over the Union of Burma. After receiving govern- 
ment diplomas for completing their four year courses and passing the State Exami- 
nations, our nurses and midwives are sent out to the villages and rural areas of the 
country, where the need for medical attention is the greatest. 

As the popularity of Western medicine and surgery became established at Namk- 
ham, the hospital grew from strength to strength. A modern laboratory and x-ray 
unit run by American-trained Burmese nationals form a valuable asset in diagnosis. 
Through the years, maternity and pediatric clinics, medical, gynecologic, tuber- 
culosis, and venereal disease clinics, and recently a 40 bed private ward have been 
added to the original Harper Memorial Hospital built in 1929, which remains as 
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the surgical clinic. This private institution, supervised by a national hospital com- 
mittee, is sponsored by a private corporation, American Medical Center for Burma, 
Inc., with headquarters in Philadelphia. The running expenses of the medical center 
at Namkham are chiefly met with contributions from the people and government of 
Burma, but essential equipment and lifesaving drugs, purchased with contributions 
received through the Philadelphia office from private citizens of America, have been 
an immense help. With all this assistance, jungle medicine is gradually being trans- 
formed into modern medicine in our part of the country 

With trained nurses going out more and more into the rural areas, it appears that 
more hospitals and dispensaries need to be constructed and supervised, at govern- 
ment expense. With our medical center as the base, regular inspection tours were 
made by our staff to a series of outstation hospitals and dispensaries located along 
the famed Burma Road and extending down the breadth of the Southern Shan States 
to the well known 12-mile-long Inle Lake, the location of the ‘leg rowers.’’ At 
these hospitals, consultation clinics were held, patients examined, and surgical cases 
operated on and left in the care of the local doctors and nurses in charge. This 
medical program has been found to be one of the most effective means of reaching the 
rural population medically and surgically. It is a well known fact that 85 per cent 
of the population of Burma live in rural areas. 

Through the years we have been kept busy by thousands of patients flocking to us 
from every corner of Burma Rangoon in the south; Myitkyina and Hukawng Valley, 
the ‘Death Valley of World War II,"’ in the north; the Chin Hills in the west; and 
Kengtung in the east. Our diseases are eternally the same. Our chief enemies are 
malaria, especially the malignant tertian variety, amebic dysentery, tuberculosis, 
and venereal diseases. Vitamin deficiencies, adenomatous goiters, the largest 
we have removed weighing four pounds, and animal bites by tigers and bears 
present very interesting experiences. While we realize the potentialities of 
amodiaquin (Camoquin*) and chloroquine phosphate (Aralen phosphatet), we find 
that quinine and quinacrine (Atabrinef) are still very effective in malignant tertian 
malaria, with various clinical pictures that form 95 per cent of our cases of malaria. 
Venereal cases respond well to NAB and penicillin. Besides emetine, acetarsone, and 
carbarsone, we have tried chlortecracycline (Aureomycin§) for amebic dysentery 
with encouraging results. The number of cases of tuberculosis of the lungs, mostly 
of the fibrocaseous variety, has trebled since the end of World War II. These cases 
respond readily to streptomycin, 0.25 Gm. intramuscularly daily, with only a mi- 
nority group becoming streptomycin resistant. Streptomycin combined with isonic- 
otiny! hydrazine sulfate (INH) (Streptohydrazid||) has been found to be effective in 
tuberculous pleural effusions and empyemas. Liquor arsenic and ferri for anemias and 
tincture brand for beriberi are still used to supplement our newer drugs. Carbolic 


* The trade name of Parke, Davis & Co. for amodiaquin is Camoquin. 

t The trade name of Winthrop-Stearns, Inc., for chloroquine phosphate is Aralen phosphate 

t The trade name of Winthrop-Stearns, Inc., for quinacrine is Atabrine. 

§ The trade name of Lederle Laboratories Division, American Cyanamid Co., for chlortetracycline is 


Aureomycin. 
|| The trade name of Chas. Pfizer & Co., Inc., for isonicotiny! hydrazine sulfate is Streptohydrazid. 
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acid and Lysol still play a large role in our everyday surgical practice, in addition 
to our use of sulfa drugs and other broad-spectrum antibiotics. 

In World War II, Burma was used as a battlefield twice—-first by the Japanese 
invasion and second by the Allied Reoccupation Forces. The devastation of the last 
war, therefore, left Burma somewhat physically weak. Diseases and malnutrition 
wrought havoc among the people. The rate of infantile mortality was appallingly 
high. The human and economic losses due to diseases were therefore tremendous. 
Since Burma became an Independent Republic on Jan. 4, 1948, the Government of 
the Union of Burma has been endeavoring to build up a Socialist or ‘* Pyidawtha’’ 
State. The public health program is one of the reconstruction schemes that receives 
the government's top priority attention. In consultation with medical experts from 
abroad, a National Health Program was evolved in 1952 and expanded into 26 pre- 
ventive and curative control projects; namely, malaria, which is Burma's ‘' Public 
Health Enemy No. 1,"’ venereal diseases, tuberculosis and bacille Calmette Guérin 
vaccination, infant and maternity welfare, environmental sanitation, leprosy, school 
health, nutrition and vitamin tablets distribution campaign, and communicable 
diseases control projects. These projects are directed by a central organization 
within the Directorate of Health Services of the Government of the Union of Burma. 
The World Health Organization and the United Nations International Children’s 
Emergency Fund are rendering whole-hearted cooperation to some of these health 
schemes. 

In order to carry out the National Health Program in an effective manner, the 
Government of Burma is producing an increasing number of trained medical and 
nursing personnel. More colleges and schools are being constructed, and the govern- 
ment has made education free and universal to everyone. More and more public 
health personnel are being sent to the rural areas to carry out the various disease 
control projects. Public opinion is certainly of paramount importance because it 
alone can give public sanction to governmental health measures. This public opinion 
can be created largely through educational means. Therefore, the Health Education 
Program is now vigorously carried into rural areas by trained personnel who make 
use of health pamphlets, posters, films, audiovisual aids, press, library, and radio 
facilities. More and more hospitals and dispensaries have been built and health 
centers established with a view to building a healthier and greater Burma. 
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The Antibiotics in Tropical Medicine 
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Since Rousseau's celebrated utopian concept of the ‘healthy and noble savage’ 
was refuted by scientific facts, it has become plainly evident that the social and 
economic progress of natives of the tropics (sensu latu) has been tragically impeded 
for countless centuries by indigenous infections and malnutrition. Furthermore, 
what has seemed to be dysgenic indolence and stupidity is now generally recognized 
as physical depletion overlaid by ignorance and superstition. That these factors 
have contributed largely to the underdevelopment of tropical regions can hardly be 
disputed. Increasing world competition has stimulated exploitation of these under- 
developed areas, and has imposed the responsibility of controlling preventable en- 
demic and contagious diseases of the tropics on physicians and public health workers 
alike. 

With primitive notions of the nature of tropical diseases being gradually dispelled, 
and specific therapies for infections being generally accepted, many effectual anti- 
microbials, particularly the antibiotics, have been introduced into the tropics. In 
the relatively brief period that these drugs have been used, it has been demonstrated 
repeatedly that specific antimicrobial therapy not only can be applied to individual 
cases but is practicable for mass application as well. Combined with the intelligent 
employment of potent insecticides, the antimicrobials also have been shown to 
provide a strikingly effectual means for controlling and preventing many tropical 
diseases. The devastating mortality, as well as the profound morbidity, of many 
of these infections, particularly during pregnancy, infancy, and childhood, has been 
reduced so remarkably that ‘unborn tomorrow and dead yesterday’’ (Omar Khay- 
yam--Fitzgerald) is no longer applicable to these regions. 

The sulfonamide drugs, which after a short period of intensive use were found to 
have no effect on the etiologic agents of many tropical infections and to have created 
almost total sulfonamide resistance in others, were followed by penicillin and strepto- 
mycin. These antibiotics opportunely provided additional means for combating 
those infections that were not responding to sulfonamide therapy. Because of their 
limited antimicrobial spectrums, penicillin and streptomycin, with some notable 
exceptions, have been largely superseded by newer antibiotics with more compre- 
hensive antimicrobial effects—the so-called broad-spectrum antibiotics. Of these, 
oxytetracycline (Terramycin*), chlortetracycline (Aureomycint), chloramphenicol, 
and, more recently, tetracycline (Tetracyn, Achromycint) have been used most 
extensively. Lately, combinations of one of these broad-spectrum antibiotics and of 


* The trade name of Chas. Pfizer & Co., Inc., for oxytetracycline is Terramycin 
+ The trade natne of Lederle Laboratories Division, American Cyanamid Co., for chlortetracycline is 


Aurcomycin, 
t The trade name of Chas. Pfizer & Co., Inc., for tetracycline is Tetracyn; the trade name of Lederle 


Laboratories Division, American Cyanamid Co., for tetracycline is Achromycin 
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certain limited-spectrum antibiotics—erythromycin, carbomycin, oleandomycin, and 
puromycin-—-have been employed effectually in some tropical infections. Also, 
fumagillin, an antibiotic with an extremely narrow range of antimicrobial activity, 
has been used to treat amebiasis. The use of this direct-acting amebicide can seldom 
be recommended, since in areas where amebic infections are prevalent, there are 
usually coexisting symptomatic infections against which it is ineffective. 

Taking into consideration the hundreds of articles about the treatment of tropical 
infections with antibiotics, it would seem expedient to confine this paper to those 
diseases that not only are economically important and significantly susceptible to 
antibiotics, but with which we have had more than casual experience. It also seems 
desirable to restrict critical discussions of the antibiotics to those having the greatest 
antimicrobial effectiveness in these tropical diseases and to refer only briefly to those 
that are less effective. We believe that it is advisable to limit the bibliography to 
papers that are pertinent to the subjects being discussed. 


AMEBIASIS 
Cl y a fagots et fagots*) 

As we have remarked previously, the patterns of therapy of amebiasis, and the 
results obtained with antibiotics as well as with ‘‘standard’’ amebicides, are as 
protean as the protozoan itself. The criteria by which ‘‘cure’’ or successful treat- 
ment is determined are perplexing. In some studies, post-treatment periods obviously 
have been too short to permit a definitive evaluation of the amebicide, cures having 
been reported as carly as 20 days after treatment was begun. In other studies, the 
post-treatment periods have extended from six weeks to three months and even longer 
In some studies, the diagnosis of infection with Endamoeba histolytica evidently was 
not confirmed by adequate histologic examinations, or too few patients were ob- 
served and too many amebicides were included to permit more than speculative con- 
clusions. Some reports deal only with the results of treatment of acute amebic 
dysentery, but others mix the results of treatment in both acute dysenteric and 
chronic intestinal amebiasis. Other reports have been restricted specifically to the 
results of therapy with a single amebicide in chronic intestinal amebiasis. In most 
reports, there is surprisingly little mention of environmental factors and their in- 
fluence on the post-treatment interval for manifesting reinfection, and only slight 
cognizance has been taken of nutritional factors in amebiasis and their influence on 
the carly effects of amebicidal therapy as well as on the healing of intestinal ulcer- 
ations. Attention has been focused recently on the different strains of Endamoeba 
histolytica, their particular responses to amebicides in vitro, and differences in sup- 
porting bacterial flora. It has been supposed by some investigators that such differ- 
ences might account for some of the variance in reports of results obtained with 
identical amebicides in human beings from different places. 

The objectives of treatment in intestinal amebiasis are: (1) eliminating infection 
by destroying both tissue and lumen-dwelling amebas, (2) healing of intestinal 
ulcerations and other intestinal lesions, (3) preventing deep tissue infections such as 


—_— — 


* Figuratively: All things are not alike. 
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hepatitis and hepatic abscess, and (4) preventing transmission by eliminating in- 
fection and consequently halting the excretion of cysts from the bowel. 

Although there were carlier conflicting reports on the efficacy of penicillin and 
streptomycin in the treatment of amebiasis, it is generally conceded at present that 
neither antibiotic has any significant direct effect on amebiasis per se. At times, 
however, cither antibiotic may favorably affect intestinal lesions that have been 
aggravated by associated bacterial pathogens, or they may suppress susceptible 
supporting bacterial flora. While seeking an antibiotic that would be selectively 
antagonistic toward the supporting bacterial flora of E. histolytica in the intestine, 
Elsdon-Dew’ noted that the administration of streptomycin, and to a lesser extent 
chloramphenicol, resulted in a large proportion of cyst passers, a phenomenon that 
he was unable to explain. 

Following the initial report of McVay et al*! on the successful treatment of ame- 
biasis with chlortetracycline, Most et al*' reported a cure rate of 75 per cent in 51 
cases of mildly to moderately symptomatic intestinal amebiasis treated with baci- 
tracin. Shookhoff and Sterman,** using somewhat smaller doses of bacitracin, 
obtained a cure rate slightly in excess of 80 per cent in 22 patients with intestinal 
amebiasis. It should be obvious that these cure rates hardly warrant the expense of 
recommended dosages of 80,000 to 120,000 units of bacitracin daily for 14 days. The 
complete disappearance of cysts in 40 so-called healthy carriers of E. histolytica 
reported by Coronel after the administration of large doses of chloramphenicol, 6 
to 12 Gm. daily for four to cight days, does not coincide with the experience of 
Elsdon-Dew. The results of treatment of intestinal amebiasis with carbomycin, a 
limited-spectrum antibiotic, have ranged from favorable to unsatisfactory, with 40 
to 50 per cent failures in both acute dysenteric and chronic intestinal amebiasis. 
Erythromycin and puromycin, also limited-spectrum antibiotics, are considerably 
less effective than the tetracyclines. Fumagillin, a direct-acting, poorly absorbable 
antibiotic amebicide, has exhibited, according to reports, widely varying degrees of 
efficacy in the treatment of acute dysenteric and chronic intestinal amebiasis. Al- 
though some investigators have regarded it as a satisfactory amebicide, it has pro- 
vided only fair percentages of successful treatment in most of the series of cases that 
have been reported. Our own experience with fumagillin has been generally unsatis- 
factory. Since the early enthusiasm for fumagillin waned, the majority of reports 
concerning its successful use in amebiasis have originated in Egypt. Recent reports 
are still less favorable toward both its efficacy as an amebicide and the supposed in- 
frequency of gastrointestinal disturbances. Short-term observations by Elsdon-Dew"’ 
and by Wilmot*? in South Africa suggest that tetracycline may be as effective as the 
other tetracyclines in treating acute amebic dysentery. 

Oxytetracycline probably has been studied more extensively in the treatment of 
acute amebic dysentery and chronic intestinal amebiasis than any of the antibiotics. 
Generally, the results obtained with this highly absorbable broad-spectrum anti- 
biotic have justified its selection, and the conclusion that it is the most effective 
single agent in the treatment of acute amebic dysentery, as well as being the most 
effectual antibiotic in the therapy of chronic intestinal amebiasis, has been adequately 
confirmed. 
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Acute Amebic Dysentery. Oxytetracycline has been found to be a consistently su- 
perior, relatively nontoxic, safe therapeutic agent in acute amebic dysentery. Con- 
trasting with some of the arsenical and halogenated hydroxyquinoline ‘* standard”’ 
amebicides, oxytetracycline alone is rapidly effective in controlling diarrhea and 
eliminating E. histolytica from intestinal ulcers and feces, and it does not require the 
preliminary control of diarrhea with emetine to be effective. Consequently, emetine, 
which is contraindicated for young children and is particularly toxic for debilitated 
and malnourished individuals, need not be administered. Inasmuch as oxytetracy- 
cline has been found to be more effectual than all other chemotherapeutic drugs and 
antibiotics in the treatment of shigellosis, and since it may be impossible to arrive 
at a differential diagnosis in places where both amebic and bacillary dysenteries are 
prevalent, the use of oxytetracycline has been unreservedly recommended in these 
circumstances. 

Certainly the most clear-cut evaluation of a comparatively large series of 538 
cases of acute amebic dysentery in which oxytetracycline, ‘‘standard’’ amebicides, 
chlortetracycline, and chloramphenicol were tested is that reported by the Joint 
Dysentery Unit operating in South Korea. In this series of 538 cases, 104 were 
treated with oxytetracycline alone, 97 were treated with oxytetracycline combined 
with “‘standard’’ amebicides, and 22 with oxytetracycline combined with chloro- 
quine. 

When the diagnosis of acute amebic dysentery was confirmed, an initial loading 
dose of 2 Gm. of oxytetracycline was given orally, followed by 0.5 Gm. doses every 
six hours for 10 days. Specimens of feces were searched microscopically for FE. his- 
tolytica on the first, second, fourth, and sixth days post-treatment, and once weekly 
thereafter for periods of six weeks from beginning treatment. The criteria of ‘' cure’’ 
or successful treatment were: absence of exudate and of EF. histolytica trophozoites 
in the feces, absence of diarrhea and significant symptoms of enteric disorder, and, 
finally, on weekly post-treatment sigmoidoscopic examinations, no evidence of 
colitis. Treatment was regarded as successful if these conditions were maintained 
during a period of six weeks after commencing therapy. 

Judged by these criteria, 94.2 per cent of the 104 cases treated with oxytetracycline 
alone were considered to be cured. Chlortetracycline produced cures in 75.4 per cent 
of the cases, while chloramphenicol effected only 29.6 per cent cures. Only 50 per 
cent cures were obtained with the best single‘ standard’’ amebicide, and a combina- 
tion of three ‘*standard"’ amebicides in 23 cases raised the percentage of cures to 83 
The combination of oxytetracycline and a‘' standard’’ amebicide in 97 cases produced 
96 per cent cures, and a combination of oxytetracycline and chloroquine was suc- 
cessful in 20 of 22 cases (91 per cent 

Other investigators, including ourselves, who have treated acute amebic dysentery 
with oxytetracycline and compared its efficacy with that of other antibiotics and 
‘‘standard"’ amebicides have obtained results similar to those reported by the Joint 
Dysentery Unit. As a matter of fact, using 2 Gm. of oxytetracycline daily for 10 
days in single doses, or two divided doses daily, we have also obtained comparable 
results, a feature that might be important in mass treatments during military cam- 
paigns or in rural areas. 
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Chronic Intestinal Amebiasis. The results of treatment of chronic intestinal ame 
biasis with oxytetracycline were reported earlier by Most and Van Assendelft®® and 
by Tobie et al.*! The former, giving daily doses usually of 2 Gm. for 10 days, ob 
tained ‘‘cure’’ in almost 90 per cent of 65 patients with chronic colonic amebiasis 
It was noted that this series included 21 patients who were observed for periods of 
30 days or less post-treatment, and that instead of only 10 per cent relapses found at 
that time, the relapse rate might have risen to 15 or 20 per cent had they been fol- 
lowed for longer periods. Tobie et al, using oxytetracycline in a mass treatment 
experiment among inmates of a state school, found that daily oral dosage with this 
antibiotic reduced the prevalence of infection with E. histolytica from 49 per cent at 
the beginning of the experiment to 1 per cent at the end of six months 

In a series of 42 cases of chronic intestinal amebiasis treated with 2 Gm. of oxy- 
tetracycline daily for 10 days, using as criteria of successful treatment specimens of 
feces consistently negative for cysts of EF. histolytica when examined by concentration 
techniques at two, four, and six days and then weekly through a minimum of six 
weeks post-treatment, we obtained less spectacular results than Most and Van 
Assendelft with “‘cures’’ computed at a little over 70 per cent. Results of other 
investigators in the treatment of chronic intestinal amebiasis coincide with our own 

As a consequence of experiments showing that a combination of equal parts of 
oxytetracycline and carbomycin produced a twofold increase in the inhibitory action 
on E. histolytica in vitro beyond that obtained with oxytetracycline alone, we were 
influenced to study this apparent synergism in human cases of amebiasis. In 1954, 
we reported the results obtained in 23 cases of chronic intestinal amebiasis treated 
with this combination of oxytetracycline and carbomycin, in which the combined 
total dose of these antibiotics administered for 10 days was the same as if oxytetra 
cycline were given singly. Using the aforementioned criteria, 21 cases were con 
sidered to have been successfully treated, while relapses occurred at five and six 
wecks, respectively, in the other 2 cases. 

More recently, a new combination, 2 parts of a tetracycline (in this instance, 
oxytetracycline) and 1 part of oleandomycin, administered in the same capsule and 
which has been shown to have remarkable antimicrobial synergism in vitro, appears 
to be comparably effective in 11 patients with chronic intestinal amebiasis. These 
patients, whose ages ranged from 41% to 58 years, were observed according to the 
aforementioned criteria and in a locality where reinfection is highly possible; they 
have continued negative for EF. histolytica for minimal periods of six weeks post 
treatment. No side effects were noted in any of the patients receiving this com- 
bination of oxytetracycline and oleandomycin. 

In tropical regions, amebic as well as other infections are commonly associated 
with deficiency states, malnutrition, and/or undernutrition. In field trials to deter- 
mine if there were clinical advantages in administering required and/or previously 
deficient vitamins simultaneously with the antibiotics, we treated 57 cases of chronic 
intestinal amebiasis of moderate severity with oxytetracycline supplied in the same 
capsules with stress-formula vitamins.* Four capsules of vitamin-fortified oxytetra- 


* The trade name of Chas. Pfizer & Co., Inc., for oxytetracycline and vitamins is Terramycin SPF. 
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cycline, the minimal daily dose, containing 1 Gm. of oxytetracycline also provide 
the following amounts of water-soluble vitamins in a stress formula: 10 mg. of thia- 
min; 10 mg. of riboflavin; 100 mg. of niacinamide; 20 mg. of calcium pantothenate; 
2 mg. of pyridoxine; 1.5 mg. of folic acid; 4ug. of vitamin By»; 300 mg. of ascorbic 
acid; and 2 mg. of vitamin K. Six capsules and 8 capsules, therefore, supply 1.5 
and 2 Gm. of oxytetracycline and one and one-half and two times the stress formula 
of vitamins, respectively. A similar stress-formula vitamin tetracycline combina- 
tion* is also being studied in the field. 

Treatment was considered successful in 48 of these 57 cases, an improvement of 
almost 15 per cent over the cure rate obtained with oxytetracycline alone. In these 
cases of chronic intestinal amebiasis treated with vitamin-fortified oxytetracycline, 
the following phenomena were notable: comparatively faster symptomatic control, 
healing of colonic ulcers, checking of petechial hemorrhages, and relief of congestion 
and edema. It was thought that these phenomena were duc to simultaneous clim 
ination of the endamoebae with oxytetracycline and correction Of intestinal tissue 
deficiences with these stress-formula vitamins. 

Hepatic Amebiasis (Amebic Hepatitis and Amebic Abscess). The antibiotic erythromy- 
cin, which is concentrated in the liver in amounts thought to be sufficient to control 
amebic infection locally, was found by Anderson et al‘ to be effective in treating non- 
suppurative hepatic amebiasis. In a series of 45 cases reported by them in which 14 
of 15 were cleared with erythromycin and 14 of 19 with a combination of erythromy- 
cin and fumagillin, 8 of 11 were cleared with fumagillin alone. Although erythro- 
mycin may exhibit activity in hepatic amebiasis, we do not believe that it or any of 
the other currently used antibiotics should be relied on entirely to clear hepatic 


infection with this protozoan. Chloroquine (not emetine) is recommended for 
treating hepatic amebiasis in malnourished and debilitated adults as well as in infants 
and young children. 


BACILLARY DYSENTERY (SHIGELLOSIS 


Since the sulfonamides were first used to treat bacillary dysentery, many strains of 
Shigella have become highly resistant to them. The disillusion following the failure 
of the sulfonamides to continue as effective antimicrobials in shigellosis was replaced 
by the satisfying knowledge that certain antibiotics not only were more effective 
but caused much less toxic effects. In a conclusive study, Hardy et al** of the Joint 
Dysentery Unit in Korea found that of 225 isolations of Shigella, 60 per cent were 
resistant to sulfadiazine in vitro. On the other hand, only 0.4, 1, and 2 per cent, 
respectively, were resistant to oxytetracycline, chloramphenicol, and chlortetracy- 
cline, while 1, 2, and 10 per cent, respectively, were moderately sensitive to these 
three antibiotics. 

The clinical effects produced by these antimicrobials corresponded closely to these 
in vitro results. Thus, at the end of 24 hours of treatment, the feces changed from 
culturally positive to negative in 68 per cent of those given oxytetracycline, 67 per 
cent of those given chloramphenicol, and $6 per cent of those given chlortetracy- 


* The trade name of Chas. Pfizer & Co., Inc., for tetracycline and vitamins is Tetracyn SF. 
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cline, but in only 10 per cent of those receiving sulfadiazine. From the second 
through the seventh days after starting antimicrobial therapy, the percentage of 
persistently negative cultures rose to 98 in patients treated with oxytetracycline 
This remarkable figure was matched closely by chlortetracycline, but chloramphenicol 
was slower and less effective during this period. By the seventh day, there were 
only 60 per cent of negative cultures in patients treated with sulfadiazine. 

Since neither chloramphenicol nor chlortetracycline had surpassed oxytetracycline 
in clinical antimicrobial efficiency, Hardy et al stated their preference for oxytetra- 
cycline over the other two for treating bacillary dysentery for the following reasons 
almost all shigellae were found by in vitro testing to be highly sensitive to oxytetra 
cycline; in these patients, oxytetracycline caused no troublesome reactions; since 
difficulties in differential diagnosis arise in areas where amebic and bacillary dysen 
tery both occur and because oxytetracycline is far superior to chlortetracycline and 
chloramphenicol in the treatment of acute amebic dysentery, it is advisable to give 
the most comprehensive antimicrobial, viz., oxytetracycline. 

In a smaller series of cases of bacillary dysentery in children, Ross** found that 
tetracycline provided results comparable to those obtained with oxytetracycline, 
chlortetracycline, and chloramphenicol, and in a series of cases treated with either 
tetracycline or sulfonamides, Schutze found this antibiotic to be more effective in 


providing rapid cure 


YAWS (PIAN, FRAMBESIA )* 


This contagious, nonvenereal tropical treponematosis is caused by the Treponema 
pertenue penetrating the body usually through a breach in the skin. After two to 
four weeks, a yellowish pink granular papillomatous primary lesion —the mother 
yaw appears at the site of infection, usually on an exposed part of the body and 
commonly on the leg below the knee. Three to cight weeks later, usually while the 
primary lesion is still evident, secondary lesions—frambesiomas—appear. These 
secondary eruptions may be generalized or spotty, may resemble the primary lesion 
or appear in circinate, papular, or condylomatous configurations, and quite fre- 
quently are accompanied by secondary lesions of the soles, palms, periosteum, or 
bones. The eruptions of carly yaws generally are teeming with treponemas and, 
therefore, are highly infectious. After periods ranging from a few months in mal- 
nourished children to years in adults, tertiary lesions—late destructive yaws of 
the skin, mucous membranes, bones, and tendons may become manifest. The plantar 
lesions-crab yaws, plantar hyperkeratoses—characteristically are tender and pain- 
ful. The lesions of carly yaws, with the exception of plantar yaws, are usually only 
mildly disabling, while those of late yaws--gummas, gangosa, osteoperiostitis, 
tenosynovitis, dactylitis, and indolent deep ulcerations—-not only may be horribly 
disfiguring but may be severely disabling and crippling, thus frequently adding to 
the economic burdens of a community. 

The treatment of yaws may be directed to: (1) complete cure with destruction of 


* This section was written in collaboration with Aurele A, Joseph. 
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all the treponemas within the body and in external lesions, or (2) decreasing the con- 
tagiousness by merely eliminating the treponemas from and healing the early external 
It is evident that the former procedure, while initially more costly, is 


lesions. 
1) infectious 


eventually less expensive since it provides greater assurance that: 
cases will be reduced; (2) infectious relapses will not occur; (3) new infections will 
be prevented; and (4) late destructive and crippling lesions will be averted. The 
latter, which is the policy of many mass treatment or “‘ eradication’ campaigns that 
are based on inadequately evaluated data, disregards the possible development of 
late destructive lesions or infectious relapses in inadequately treated cases. We have 
yet to see evidence that so-called prophylactic doses of repository penicillin will 
prevent new infections or infectious relapses and development of late lesions in latent 


cases. Too much reliance has been placed on the efficacy of these so-called pro- 


phylactic doses in individuals who, although they are considered merely as contacts, 


may in reality have latent yaws. 

En toute chose il faut considérer la fin.* Having been acquainted with the evolution 
of the antitreponematosis campaigns that are being conducted currently, it has been 
interesting to watch their progress and alternations in periodically published reports 
These campaigns undoubtedly have benefited many of the regions in which they have 
been conducted, but scarcely to the extent alleged in some published reports. Had 
these campaigns not been initiated so hastily without definitive information con- 
cerning the dosage of the acknowledged effectual antimicrobial, repository peni- 
cillin, a great deal more might have been accomplished during shorter periods with 
eventually less expense. Also, there would have been little need currently for re- 
cently proposed studies intended to determine the optimal dosage of repository 
penicillin in the treatment of yaws. Recalling the carly investigations on the use 
of repository penicillin in the treatment of yaws, which were based largely on 
conjecture and overestimations of the efficacy of relatively small doses of this anti- 
microbial in yaws, it is not difficult to interpret the unregarded disparities in reports 
and bulletins on the therapeutic accomplishments of these campaigns, as well as the 
numbers of therapeutic and *‘prophylactic’’ injections that have been given. Also, 
unless during the past several years the efficacy of repository penicillin on a unit 
basis has been diminishing, which we do not believe has been the case, it might be 
difficult on the other hand to appreciate current recommendations of dosages that are 
far in excess of those arbitrarily conceived earlier as being entirely adequate. These 
currently recommended dosages of repository penicillin are beginning to coincide 
with those that we had advocated before these campaigns were much under way. 
Incidentally, we have not observed the frequency of serologic reversals and *‘im- 
provements’’ claimed earlier by some investigators following treatment with re- 
pository penicillin. Recently reported observations of serologic trends following 
antibiotic therapy correspond with those that we reported earlier. 

Procaine penicillin in oil with aluminum monostearate 2 per cent w/v (PAM 
when administered in adequate dosage is a highly effectual agent for treating carly 
yaws, particularly in remote areas where administration of oral medication for 


* In all things, one must consider the goal. 
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several successive days might not be convenient. On the basis of careful evaluation 
of clinical and serologic studies in cases of yaws, we have used successfully the 
following schedule of dosage of procaine penicillin in oil with aluminum mono- 
stearate 2 per cent w/v: children less than 5 years, 600,000 units every 72 hours for 
four doses—-total dose 2.4 million units; children between 5 and 10 years, 900,000 
units every 72 hours for four doses-total dose 3.6 million units; children more than 
10 years and adults, 1.2 million units every 72 hours for four doses—total dose 4.8 
million units. It has been recognized lately that carly yaws responds to penicillin 
therapy more promptly than yaws of longer duration, although the latter when 
treated with adequate dosage of PAM is less likely to relapse than the former 

The introduction of a longer acting repository penicillin, benzathine penicillin G 

N,N’ dibenzylethylenediamine dipenicillin G), might make it possible to provide 
adequate treatment for yaws with fewer injections. Although benzathine penicillin 
G has been reported to be more effective in treating palmar and plantar hyperkera 
toses, its clinical effectiveness was found to be no greater than that of PAM in the 
treatment of carly infectious yaws. Also, from studies of serologic responses to these 
dosage forms, there seemed to be no appreciable differences of efficacy between either 
Although side effects were reported to be slight with the use of benzathine peni- 
cillin G in the treatment of yaws, they nevertheless occurred with greater frequency 
than with PAM. Asa result of preliminary studies with a newly introduced rather 
costly mixture of three penicillins 300,000 units of potassium penicillin G, 300,000 
units of procaine penicillin G, and 600,000 units of N,N’ dibenzylethylenediamine 
dipenicillin G- which produces higher and longer blood levels than comparable 
amounts of PAM, Rein” is again hopeful that it will provide a single dose treatment 
for yaws ‘without fear of any increased evidence of serious untoward reactions." 
Rein similarly commented on crystalline sodium penicillin G in peanut oil contain- 
ing 4.8 per cent beeswax in 1950 and on PAM in 1952. Incidentally, the total dose of 
penicillins in the above mixture is two to four times, respectively, that which was 
recommended for therapeutic and ‘prophylactic’ injections in the early phases of 
the ‘eradication’ programs. 

It is remarkable that little has been reported on the effects of repository penicillins 
in the treatment of economically important destructive lesions of late yaws. Even 
with the relatively large doses of repository penicillin cited above, the responses of 
late yaws have been far from satisfactory. We have found it necessary to give the 
above courses several times, or to treat patients with oxytetracycline. 

Oxytetracycline, administered orally or parenterally, has been found to be con- 
sistently effective in the treatment of both early and late yaws. As a result of careful 
observations of cases of yaws treated with oxytetracycline, we arrived at the fol- 
lowing five day dosages: (1) crystalline oxytetracycline (oral), children less than 
5 years, 1 Gm. once daily; children between § and 10 years, 1.5 Gm. once daily; and 
children more than 10 years and adults, 2 Gm. once daily; (2) intramuscular oxy- 
tetracycline, children less than 5 years, 150 mg. once daily; children between § and 
10 years, 200 mg. once daily; and children more than 10 years and adults, 250 mg. 
once daily. Although these dosages of oxytetracycline have usually been adequate 
to treat and arrest many cases of late yaws including indolent ulcerations, gummas, 
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and deforming osteoperiostitis, not infrequently we have had to give one or two 
additional courses of therapy at intervals of two or three weeks. Also, we have 
found that crystalline oxytetracycline when applied topically to ulcerous lesions 
is highly effective in drying and keeping them free from further bacterial contam- 
ination until they are healed, as well as in assisting the healing of deep indolent 
ulcerations even after they have penetrated to tendons and bone. Since orally ad- 
ministered crystalline oxytetracycline and intramuscular oxytetracycline are similarly 
effective clinically, the latter can be useful in treating small children among whom 
the incidence of yaws is high. Also, because only small doses of intramuscularly 
administered oxytetracycline are needed, the cost of treatment with this antibiotic 
can be substantially reduced. 

Striking clinical improvement usually has been evident within a few days after 
beginning treatment with these dosages of oxytetracycline. By 24 to 48 hours, 
treponemas have disappeared from external lesions, and bacterial contamination of 
ulcerous lesions has been remarkably reduced. Primary lesions, not complicated by 
severe bacterial contamination and deep ulceration, usually become dry by the 
second or third day of treatment, and in many cases are completely healed by the 
fourth or fifth day. Heavily contaminated and deeply ulcerous primary lesions, 
although usually slower in healing, have responded favorably to the combination of 
systemically administered oxytetracycline and topically applied crystalline oxytetra- 
cycline. Within 24 hours, ulcerous as well as nonulcerous plantar lesions (crab 
yaws), which may have been so painful and tender that patients afflicted with them 
were unable to walk or even stand without assistance, have become decidedly less 
sore. By 48 to 72 hours, walking on the affected parts of the soles has become pos- 
sible, with a return to a fully ambulatory status by the fifth or sixth day. With one 
to three courses of the above dosages, the progress of gangosa has been arrested, 
deforming osteoperiostitis, tenosynovitis, and dactylitis have been arrested and 
regressed, while deep indolent ulcers regressed and healed, particularly when they 
were also treated with topically applied crystalline oxytetracycline. 

We noted previously that the above dosages of oxytetracycline consistently produce 
drying and healing of frambesiomas at least as quickly as PAM in the aforementioned 
recommended dosages; oxytetracycline provides more rapid and complete healing of 
ulcerous primary lesions than PAM, which if they are allowed to remain open for 
long periods, as frequently happens after therapy with PAM, would serve as sites 
for reinfection; healing of ulcerous and nonulcerous plantar lesions is more rapid with 
oxytetracycline than with PAM, thus enabling individuals with these lesions to be 
returned to full activity more quickly; relapses of plantar lesions occur with much 
less frequency after therapy with oxytetracycline than after PAM; the arrest and 
even healing of late yaws lesions with oxytetracycline is definitely more rapid and 
complete than with PAM in doses several times those mentioned above, and as a 
matter of fact, late yaws lesions that are unresponsive to PAM therapy almost uni- 
formly respond to oxytetracycline; we have not encountered Jarisch-Herxheimer re- 
actions with oxytetracycline therapy in yaws, although they occur frequently in 
young children treated with PAM (vide infra), 

We cannot concur with the premise of Rein that the infrequency of Herxheimer 
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reactions in oxytetracycline-treated cases and the generally higher frequency of such 
reactions in PAM-treated cases indicates that oxytetracycline has a bacteriostatic 
rather than a bactericidal effect as compared with penicillin. Although the etiology 
of Herxheimer reactions is often thought to result from the sudden destruction of 
large numbers of treponemas and the liberation of their split products into the 
tissues, existing evidence does not strongly support this view. We have encountered 
Herxheimer reactions in cases of yaws treated with small (300,000 units) doses as 
well as with large (1.2 to 1.8 million units) doses of PAM with no predictable regu 
larity. The relapse rates in cases treated with 300,000 to 600,000 unit doses of PAM 
were at least several times higher than in those treated with 1.2 to 1.8 million unit 
doses, indicating that treponemal destruction could not be entirely responsible for 
this reaction. It is a generally overlooked fact that Jarisch-Herxheimer reactions, 
which fortunately are not encountered in oxytetracycline-treated cases but do occur 
in PAM-treated cases, by producing sharp febrile responses and anorexia can pre 
cipitate a severe deficiency state or aggravate an already manifest chronic protein 
malnutrition, particularly in young children. 

During the past year, we have treated cases of both carly and late yaws with oxy 
tetracycline and tetracycline each combined with stress-formula vitamins in capsules 
Although the results of treatment of yaws with antibiotic stress-formula vitamin 
combinations will be reported in separate papers, some points of interest with regard 
to their use will be mentioned here. 

In young children, the carly lesions of yaws are often associated with chronic 
protein malnutrition, when the severity of the latter is usually intensified by fever 
and anorexia. Late yaws is often attended by malnutrition and anemia, particularly 
when fabricated protein is lost in the serosanguincous fluid that seeps almost con- 
tinually from large ulcerous lesions, or when destructive lesions of the oral cavity 
interfere with nourishment. Also, there are often coexisting parasitisms that may 
be additional causative factors in protein malnutrition and anemia, and that must 
be regarded when correction of the latter is considered. We have noted previously 
that lesions typical of late yaws may become manifest sooner in severely malnourished 
individuals, and we have seen such lesions develop within a few months of the 
appearance of the primary lesions in young children with deficiency states. It is 
generally recognized that deficiency states, malnutrition and /or undernutrition, can 
seriously interfere with the healing of lesions caused by infections. The antibiotics, 
oxytetracycline and tetracycline, when supplied in the same capsules as the stress- 
formula vitamins have made it possible to determine the advantages of administering 
the required or previously deficient vitamins at the same instant as the antibiotics. 
It is obviously difficult to measure definitively the healing responses of late yaws 
lesions when comparing the results of the administration of oxytetracycline alone 
and tetracycline alone, and of each antibiotic combined with stress-formula vitamins. 
It is possible to state, however, that in comparable cases of late yaws, healing was 
effected with one or two fewer courses of therapy when these antibiotics were simul- 
tancously administered with stress-formula vitamins than when they were given 
alone. We do not presume that these improved effects in the therapy of yaws, particu- 
larly of late yaws, with the use of oxytetracycline or tetracycline combined with 
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stress-formula vitamins are duc to increased antimicrobial effects, but rather to 
improved nutrition and related implications. Since oxytetracycline and tetracycline 
rarely cause side effects in tropical natives, it would be impossible to expect any 
improvement in this regard when they are administered with stress-formula vitamins, 
although less side effects have been noted with these antibiotic-stress-formula 
vitamin combinations in temperate regions. 

Prompted by in vitro experiments that showed that there was marked synergism 
between the tetracyclines (oxytetracycline) and the new limited-spectrum antibiotic 
oleandomycin, we treated 27 patients with carly or late yaws, using 2 parts of oxy- 
tetracycline and 1 part of oleandomycin, the total single dose of both antibiotics 
being the same as that when oxytetracycline was used alone. Initial observations 
led us to believe that courses of therapy with this antibiotic combination could be 
reduced from five to three days and still obtain results comparable to those produced 
by oxytetracycline alone. This increased antimicrobial effect resulting from the 
combination of oxytetracycline and oleandomycin was apparent in both carly and 
late yaws lesions. No side effects were noted with the use of this antibiotic com- 
bination in these patients, and its topical application was as well tolerated as oxy- 
tetracycline similarly applied. The results of these preliminary studies on these 
tetracycline (in this instance, oxytetracycline) and oleandomycin combinations will 
be published in a separate report. 


LYMPHOPATHIA VENEREA (CLIMATIC BUBO )* 


Lymphopathia venerea, a tropical venereal disease that is caused by a virus related 
to that of psittacosis, may be encountered in any of three stages: (1) primary 
a herpetiform or ulcerous lesion that is seldom noticed; (2) early secondary —lymph- 
adenitis (buboes) of the inguinal region or pelvis, and proctitis; late secondary 
chronic draining sinuses and inflammatory stricture of the rectum; and (3) tertiary 

continuing chronic granulomatous inflammation and fibrosis of the external and 
intrapelvic genitals and of the rectum, and resultant elephantiasis, fibrous strictures, 
peritoneal adhesions, pelvic abscesses, and fistulas. Fever, malaise, and headache 
are often associated carly symptoms. The lymphadenitis and proctitis of the sec 
ondary stage may last for variable periods of wecks to months. When, as sometimes 
happens, the primary lesion occurs on the lips or within the mouth, there will be a 
cervical lymphadenitis. Other remote systemic lesions such as keratitis, uveitis, 
meningoencephalitis, atypical pneumonia, pleurisy, peritonitis, ascites, and arthritis 
are occasional manifestations of the secondary and tertiary stages 

The early effectiveness of penicillin against this virus was reduced when this anti- 
biotic was refined. The treatment of lymphopathia venerea during recent years has 
turned to cach new antibiotic as it became available. The broad-spectrum anti- 
biotics— chlortetracycline, chloramphenicol, and oxytetracycline have been used 
with considerable benefit in the treatment of lymphopathia venerea and the control 
of secondary bacterial invaders. The more recently introduced tetracycline may 
prove to be as effective as the other three. Although chlortetracycline, chloram- 


* This section was written in collaboration with Louverture Alcindor. 
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phenicol, and oxytetracycline have been used for more than several years, there still 
is inconsistency of dosage and, accordingly, of reported results of therapy with these 
antibiotics. It is generally appreciated, however, that in the early stages of this 
disease, treatment with these antibiotics for adequate periods can be very beneficial, 
while in the tertiary stage, surgery and adjunctive therapy with the antibiotics 
provide much better results than surgery alone. Inasmuch as oxytetracycline pro 
vides results as good as either chlortetracycline or chloramphenicol, but with less 
side effects, it is generally the recommended antibiotic for use in the therapy of 
lymphopathia. Usually, early secondary lesions can be effectively treated with 1 or 
2 Gm. doses of oxytetracycline daily until one week after symptoms have subsided. 
In late secondary lesions, and in tertiary lesions where oxytetracycline is used as an 
adjunct to surgery, it should be given usually for about one week prior to surgery 
and for two to three weeks after. 

During the past year, as part of a program to determine the advantages of oxy- 
tetracycline fortified with stress-formula vitamins over those of oxytetracycline alone 
in the treatment of certain tropical diseases, we have treated 29 cases of lymphopathia 
venerea with the vitamin-antibiotic combination. Seventeen patients had lymph- 
adenitis (buboes), and 1 patient who was severely malnourished and prostrated had 
severe extensive inflammatory stricture of the rectum. Of the remaining patients, 
all 11 had tertiary lesions: 6 had vulval lesions —clephantiasis and ‘or esthiomene; 
3 had fibrotic strictures of the rectum; and 2 had both rectal and urethral strictures 
In all patients, the Frei test was positive. 

Each of the 17 early secondary cases of lymphadenitis was given four capsules of 
vitamin-fortified oxytetracycline daily for 8 consecutive days, and after a three day 
rest period this cight day course of therapy was repeated. The total dose of oxy- 
tetracycline given in cach case was 16 Gm. Regression of the lymphadenitis was 
apparent from the fifth and sixth day, and was complete by the twenty-third day 
All these patients have been observed for periods of three to six months, and there 
are no apparent relapses to date 

To the patient with severe proctitis and inflammatory stricture of the rectum and 
to cach of the 11 patients with tertiary disease, daily doses of four capsules of vitamin- 
fortified oxytetracycline were given for periods of 32 consecutive days. The total 
dose of oxytetracycline administered in these cases averaged 32 Gm. In cach of the 
tertiary cases, the vitamin-antibiotic combination was given as an adjunct to surgery, 
while in the patient with proctitis and inflammatory stricture of the rectum, the vita- 
min-antibiotic combination was the only therapy used. In this case marked improve- 
ment of the rectal lesion was apparent by the eighth day of therapy, and by the end 
of treatment all the manifestations of proctitis and inflammatory stricture had com- 
pletely disappeared. These patients have been observed for periods ranging from five 
to cight months with continued apparent arrest of the disease. One of the patients 
with fibrous stricture of the rectum was seven months pregnant when she was first 
seen, and continued to term one month after completing treatment, when a living 
full-term infant was delivered. 

There were no notable toxic effects resulting from the administration of vitamin- 
fortified oxytetracycline in these 29 cases of early and late lymphopathia venerea. 
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Although lymphopathia venerea and deficiency states obviously are not causally 
related, it is nevertheless true that the prolonged illness and inflammation, particu- 
larly when complicated by secondary bacterial infection, characteristic of lymph- 
opathia venerea can precipitate a deficiency state or aggravate an already existent 
deficiency state. This development was evident in those cases of tertiary disease and 
in the case of proctitis and inflammatory stricture of the rectum. We recognize the 
difficulty in making fine comparisons in cases treated with vitamin-fortified oxytetra- 
cycline and in those treated with oxytetracycline alone. But, had not the former 
been available for use in the treatment of these cases, oxytetracycline alone would 
have been given, and serious attempts would have been made to correct the defi- 
ciency state as well. Considering our present-day knowledge of the effects of de- 
ficiency states on the healing of lesions caused by infection and, conversely, the 
response of diseased and infected tissues to antimicrobials when there is a coexisting 
deficiency state, the healing responses and arrest produced by vitamin-fortified oxy 
tetracycline in these lesions and which was manifestly more rapid than in comparable 
cases treated with the antibiotic alone can be attributed reasonably to use of this 
antibiotic stress-formula combination. 


TROPICAL ULCER (PHAGEDENIC ULCER )* 


Tropical ulcer is a peripherally and gravitationally spreading ulcerous lesion of 
indeterminate etiology appearing on a lower extremity usually near the ankle or 
on the foot. Malnutrition, trauma from insect bites, abrasions and punctures, 
blisters caused by burns or friction, and infection with the common aerobic bacteria 
of the skin, anaerobes, fusiform bacilli and spirochetes, dirt, and local sympathetic 
nervous and vascular alterations are regarded as factors in the pathogenesis. In 
many instances the continual seeping of serosanguinecous fluid from large ulcers 
aggravates frequently coexisting malnutrition and anemia. Most of the treatments 
that have been recommended for tropical ulcer have disregarded the aforementioned 
pathogenic factors, or have been directed to one or another. We have indicated 
previously that the therapy of tropical ulcer should include systemic as well as local 
treatment. Dicts high in calories and high in protein content are recommended but 
usually are difficult to obtain. Supplements of B complex vitamins and vitamin A 
are often more readily available. Antimicrobial therapy administered systemically 
has frequently been considered optional. However, in Haiti, where yaws is endemic, 
oxytetracycline was administered according to the dosages used in the treatment of 
late yaws. Since deep indolent ulcerous lesions of late yaws had responded so re- 
markably to topically applied oxytetracycline, systemic antimicrobial therapy was 
supplemented with daily topical applications of crystalline oxytetracycline to the 
base and margins of the ulcer. 


tropical ulcer in 14 patients with a single injection of 1.2 million units of procaine 

nicillin in oil with aluminum monostearate (PAM), although 2 of these patients 
g 

received twice this amount of PAM in two injections. They report the most remark- 


* This section was written in collaboration with Aurele A. Joseph. 
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able healing of these ulcers, which in every case became covered with healthy granu 
lation tissue after one week and had healed almost completely within 10 days 
We have treated many tropical ulcers with injections of PAM in dosages of 1.2 mil- 
lion units administered at intervals of four to seven days, with total doses ranging 
from 4.8 to 7.2 million units. The results of such antimicrobial treatment with 
PAM did not correspond with the results reported by Ziprkowski et al. Most of 
these patients were transferred to other therapy in order to effect healing 

In our cases, it was noted that acute ulcers reacted promptly to combined oxytetra 
cycline therapy and to improved diet, and that healing was complete within two to 
three weeks. However, chronic ulcers were notably slower in their responses, with 
only half of the ulcers healing completely within six to cight weeks. Recently, we 
have been treating cases of tropical ulcer with vitamin-fortified oxytetracycline and 


with the new antibiotic combination of 2 parts of a tetracycline (currently oxytetra 
| 


cycline) and 1 part of oleandomycin. The results with systemically administered 
and topically applied oxytetracycline and with systemically administered and 
topically applied tetracycline and oleandomycin combinations have been very satis- 
factory during preliminary periods of observation. These results will be published 


later in separate papers 
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A Note on the Medical Aspects of Easter Island 


Joseph Franklin Montague, M.D.,F.1.C.S.,F.A.P.H.A. 


NEW YORK, N. Y. 


By its natives, Easter Island is called Rapa Nui, meaning navel of the world. To 
a physician, however, it would seem that the Island might more appropriately be 
called Rapa Neuroses because of the wistful character of the natives and their peculiar 
mental attitude toward themselves, toward life, and especially toward visitors. 

Certainly there are abundant reasons why any native of the Island might find reason 
for frustration or other psychologic basis for a neurosis. In order to understand this, 
one actually has to be placed on that tiny dot, almost centrally located in the Pacific 
Ocean. It is approximately 2100 miles southwest of Santiago, Chile, which is the 
nearest mainland, and it is 1100 miles distant from the nearest island, Pitcairn, 
which in itself is only a minute particle in the same great ocean. Because of this 
isolation, the chance of visits from passing vessels or commercial lines is remote 


indeed. 
In addition, a restriction has been placed by the Chilean Government on visits. 


No one can visit the Island without the permission of the Chilean Government, no 
one can move to the Island to settle there, and none of the natives are permitted to 
leave the Island. This, of course, is for their protection since, being a relatively virgin 
people, they are particularly susceptible to bacterial infections, some of which we 
regard as trivial but which actually are serious, if not fatal, infections to natives of 


Easter Island. 

The advantages of protection are therefore obvious, but the protection and con- 
sequent isolation have been productive of a less desirable condition, namely, a mass 
neurosis of frustration, discontent, and confused outlook. Far from being a happy 
primitive people, they present wistful countenances that evidence their lack of 
contentment. There is no occupation to pursue since farming is negligible, and the 
attempts at sheep ranching have been disastrous, largely through the native taste 
for mutton wherewith to vary their dict. 

Except for the activities of a Capuchin monk who gathers the natives cach week 
for services in his small church, there is no community activity. To see the fervent, 
almost fanatic, enthusiasm for hymn singing would convince anyone that there is a 
deep need for something to engage the minds of these people. Lacking this, the 
idleness and discontent breed an ill adjusted frame of mind. For instance, there is 
the exaggerated joy produced when the annual visit of a Chilean cruiser occurs. 
The entire population turns out to look at the visitors. At first there is the cold 
studied appraisal; then after a day of visits the kindly greeting of Orana (my love 
goes out to you) is met on all sides. However, when one journeys around the island, 
he is conscious of the bewilderment and mental confusion of the natives. 

Then comes the day of departure. Gifts of all kinds are offered to those who are 
about to leave; carvings, both of wood and of stone, are freely given—and gifts from 
departing visitors are not only expected but demanded. Nothing of value is sought, 
just some token. I recall offering a silk scarf I had been wearing as protection against 
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the constant winds that blow over the island. It was claimed and fought over by 
three different natives. To avoid what threatened to be a climax of violence, | 
suggested cutting the scarf into three long strips. They agreed, and though each 
had a useless strip of silk, all three were highly elated. 

To my mind, the most convincing evidence of a neurotic tendency on the part of 
these natives is the fact that for several days following the departure of the visiting 
ship, practically the entire population goes to bed suffering from what has come to 
be known as enfermedad del buque. It is characterized by deep melancholy, loss of 
appetite, and complete apathy. 

Aside from the widespread existence of a neurotic frame of mind, the Island has 
another problem, a physical one, I refer to the existence of leprosy. This disease 
is permanently rooted in the population, and the statistics given out by the authori 
ties are to my mind unrealistic. In the following paragraphs, certain percentages 
and totals of cases found by various investigators are quoted, but the actual state of 
affairs is much worse than these figures would lead one to believe 

The question naturally arises as to how leprosy ever reached this remotely placed 
island. While there is no definite knowledge as to when leprosy first came to the 
Island, it is highly probable that this occurred about the middle of the nineteenth 
century. At that time many raids were made upon the Island for the purpose of 
obtaining slaves to work on the Guano Islands off Peru. Many of these slaves died 
while working, but others survived, and greatly weakened and infected with small 
pox, they were returned to Rapa Nui because of the public indignation against the 
practice of kidnapping the natives for slave labor. It is highly probable that those 
who returned brought with them not only smallpox but also other ailments includ 
ing leprosy 

As carly as the year 1934 a large enough number of lepers were found to warrant 
the construction of a leprosarium. Professor Wilhelm G. Ortmar inspected this 
institution in 1934 and found 42 lepers living there, but none of them were receiving 
treatment. At that time, the Island's population was 411 persons. No inspection 
was made of the inhabitants to search for ambulatory patients or healthy carriers 

In 1936 Admiral Hugo Vicuna visited the Island and proceeded to examine the 
entire population of approximately 500 inhabitants. He found 60 persons (12 per 
cent) with macular lesions and neuroleprosy (claw hands). Those isolated in the 
leprosarium showed, in addition, ulcerated and anesthetic forms (amputations 
Lack of adequate quarters made it impossible to give specific treatment or to isolate 
ambulatory cases. A true antileprosy attack was not launched until 1938, when a 
Naval physician was permanently assigned to the Island. 

The specific treatment, based on a preparation of chaulmoogra oi! (Chaulmestrol ), 
was initiated then, and for the first time an examination of bacillus carriers was 
accomplished. 

Since 1952, the preparation called conteben (acetyl-benzaldehyde thiosemicarba- 
sone) has been used as a prophylactic and curative treatment (for healthy carriers 
and patients). This treatment is still used and, according to statistical figures, seems 
to have been highly effective. 

In 1954, through the kindness of the Chilean Navy and Admiral McIntyre, I was 
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invited to visit Rapa Nui, my interest being in various intestinal ailments existing 
on the Island. The latter proved inconsequential, merely an occasional salmonellosis 
and nonspecific diarrhea. 

The ordinary ailments were completely overshadowed by the prominence of 
leprosy. When I was there, the population was presumed to be 752, and of these 
there were 70 persons whom I considered definite lepers. However, there were 
fully three times that number whom I encountered in my journeys around the Island 
and would suspect of being incipient lepers. 

The Chilean Naval doctor stationed there had great difficulty in persuading the 
natives to come in for examination and still greater difficulty persuading them to 
take more than one shot of the sulfonamide that he was using for treatment. They 
felt that one injection was sufficient, and since there is no means of enforcing regu- 
lations on the Island, matters were allowed to rest at that. The same lax state of 
affairs existed at the leprosarium, a small stone building about a mile inland from 
the coast. Some 40 to 50 male and female lepers were theoretically confined there. 
However, there was no supervision and no means of actually preventing intimate 
mingling of the patients not only among themselves but with the other Islanders. 
To a medical man it is hard to see how the entire population, confined as it is and in 
close contact, can avoid becoming totally leprous. 

Attempts at treatment on the part of the visiting Chilean Naval surgeon were 
made more or less futile by the evasion and passive resistance of the population. 
Those who were enticed into receiving sulfonamide treatment rarely came back a 
second time and in their gossip among the other Islanders did much to discourage 
exposure to treatment. 

In 1956, Admiral Vicuna again visited the Island and reported as follows: 

‘In a population of 900 inhabitants, 12 cases or 1.3 per cent are isolated in the 
leprosarium. It must be remembered that in 1934, with a population of 411 in- 
habitants, the number in seclusion was 42 or 10 per cent. As for the ambulatory 
cases, who, as has been mentioned, accounted for 12 per cent of the population, they 
do not exist at present. 

‘Residing on the Island, leading lives that are normal, but under clinical and 
periodic laboratory supervision, are 23 cases (15 men and 8 women) who have been 
discharged from the leprosarium after verification of cicatrization or stabilization of 
the lesions and one year of repeated bacterial negatives. 

‘The situation at the leprosarium during 1955 was as follows: 


Men Women Total 


Hospitalized 12/31 /54 6 
Entered in 1955 0 
Discharged in 1955 l 
Deceased* in 1955 l 
Hospitalized 12/31/55 4 


* Died of post-influenzal grippe-bronchial pneumonia in February 1955 


“Among the 9 cases presently hospitalized there are 7 men and 2 women with 
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cicatrized or stabilized lesions but with variable bacilloscopies (occasionally positive 
for bacteria). Of the remaining 3, 1 woman still shows ulcerations of the foot and 
is positive for bacteria; the other 2 patients are a married couple with mutilating 
lesions of the lower limbs that have made them invalids. Both have permanent 
positive bacilloscopies and, considering their advanced age (about 60 years) as well 
as their poor general condition, it is thought that even though they will not leave 
the leprosarium, their stay will not be very prolonged.’’ 

The laxity with which I saw leprosy treated at Easter Island, as well as the general 
attitude of indifference on the part of the officials, was in marked contrast to the 
attitude that the medical profession held on this subject during the days when I 
studied medicine and for many years thereafter. At that time, we regarded leprosy 


as a highly infectious and highly contagious disease, and strictly isolated any proved 
Indeed, within the 


case. Even cases under suspicion were subjected to restrictions 
memory of many people living today are the sad situations arising in families when 
it was discovered that one of the family had leprosy. Ostracism in a social and 
physical sense was considered the sensible, though admittedly cruel, method of 


handling the situation 

Much to my astonishment, the present-day attitude of the medical profession has 
changed to such an extent that the seeming apathy of the Islanders and their medical 
guardian would appear to be quite in keeping with modern-day thought. No longer 
are these people considered outcasts nor even dangerous to the community. In fact, 
it seems a large segment of the medical profession now believes that leprosy is a 


Fic. 1. Neuroses in Stone on Easter Island: The mystery of the sad stone faces, 
whose origin and meaning is lost in antiquity, might well portray the sorrowful 
history of the past or the equally sad mental state of the present natives 
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disease of low contagiousness and is definitely amenable to treatment. Just recently 
the Sovereign Military Order of Malta held an International Congress on the subject 
of leprosy, and the present-day opinion would appear to be largely in accord with 
the resolutions of that meeting. I quote these resolutions here in the belief that they 
bear special consideration in reference to what I consider to be one of the chief 
medical problems of Easter Island. 

Resolutions of the International Congress on Leprosy, sponsored by the Sovereign 
Military Order of Malta, April 18, 1956. 

“Considering that leprosy is a disease of low contagiousness and amenable to 
treatment. 

“1. (a) That patients afflicted with the disease be treated as are those suffering 
from other infectious diseases, tuberculosis for example, without any other special 
regulations whatsoever; and that, in consequence, all discriminatory laws should 
be abolished. 

‘“(b) That in countries where leprosy is a problem, carefully planned propaganda 
measures be taken to promote public understanding of the true nature of leprosy and 
to remove all prejudices and superstitions associated with the disease. 

2. (a) That measures be adopted for carly discovery and treatment of cases. 
Patients should be left at home provided that the state of their disease does not 
constitute a danger to their associates; this should have an important favourable 


psychological effect. 

‘“Cb) That in countries where economic and medical resources are inadequate, but 
where endemicity is high, a mass treatment campaign be undertaken to control the 
disease; hospitalization should be limited to those whose condition requires special 


medical and/or surgical treatment and should terminate when such treatment is 
completed. 

““(c) That children be protected from infection by every approved biological means. 
Removal to a preventorium should be resorted to only in cases of absolute necessity 
because of the distressing stigma attached to the residence in such institutions. 

‘‘(d) That governments be encouraged to grant to those seriously disabled the 
moral, social and medical assistance necessary for their protection and rehabilitation, 
through the agency of various governmental departments, such as social welfare, 
agriculture, and education, which will have a beneficial psychological effect both 
on the patients and on the public.”’ 

Personally, | am not completely convinced of the wisdom of all the foregoing 
statements. After secing the situation on Easter Island—virtually leprosy on the 
loose-—I cannot accept the view that the disease should be considered like any other 
disease, because aside from the possibility of contagion, there is a definite depressing 
psychologic effect produced on those who come in contact with these horribly dis- 
figured persons. Indeed, this close association, which is inevitable on so small an 
island, might well be one of the factors involved in the prevailing neurotic pattern 


existing on Easter Island. 
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EDITORIAL SURVEY 





The Insidious Amebas 


The Symposium on Medicine in Faraway Lands published in this issue (p. 485) 
presents an appropriate opportunity to refresh the memory on the peculiar and ex- 
asperating habits of the ameba, one strain of which is such a persistent nuisance in 
tropical climates. 

Every physician recalls his first wonder at seeing the formless creature that played 
such an important part in premedical training. Its seemingly effortless means of 
pscudopodial locomotion and its casual way of wrapping itself around food particles 
to digest them at leisure were carly marvels of the microscopic world. Its habitat 
in those days was usually a drop of pond water, and it was not until later that one 
discovered that certain amebas also have a fondness for pitching their tents, so to 
speak, in the human intestinal mucosa. 

Let it be noted, in fairness to the large amebic family, that the great majority of 
members are harmless little unicellular creatures. Only a few of them, such as the 
Endamoeba histolytica, have the temerity to attack man from within. The method 
of attack, which can be arbitrarily divided into four stages, is a most insidious one, 
utilizing the enemy's own resources to prosecute the war. 

In the first stage, the unsuspecting human being swallows a number of freshly 
ripened amebic cysts. These had previously enjoyed an outdoor existence, basking 
in unclean food supplies, contaminated water, human excremental fertilizer, dust, 
swimming pools, and even freshly laundered clothes. Once past the esophagus, many 
of the cysts are destroyed in the stomach, particularly if gastric acidity is high. 
But others manage to slip by into the more pleasantly alkaline environment of the 
small bowel. Here occurs the first act of Trojan horse treachery. The cyst wall 
becomes ragged, thereby liberating four nuclei that were hidden in its interior. 
Each of these elements then develops into a peripatetic trophozoite, tenaciously 
intent on founding a home in the intestinal mucosa. 

The most favored spot for amebic homesteads appears to be the cecum, but often 
the fecal current will sweep the invaders into the colon or rectum before they can 
secure a leasehold in the mucosa. Once established, however, the trophozoites 
become ferociously attached to their new habitat. Mucosal cells are penetrated by 
some lytic process, and the invaders burrow deep into the tissue to form a parasitic 
colony. This is the stage at which the characteristic bottle-shaped amebic ulcer is 
produced, most frequently contaminated by bacterial infection. 

The dreary life cycle is concluded when the trophozoites develop an encysting 
mechanism that eventually produces new cysts containing four nuclei. At that 
point, Endamoeba is again ready for its outdoor life. Under certain conditions, amebic 
cysts have been known to remain viable in feces for as long as 12 days, and to resist 
a temperature of over 120 F. 

During their sojourn in the intestinal mucosa, the trophozoites develop numerous 
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ingenious tricks to baffle the clinician. Those that penetrate into the submucosa 
engage in extensive tunneling operations, linking up buried passages with adjoining 
colonies as ants do in an anthill; this is done with complete disregard for existing 
cannulas such as the arteriolar vessels, with resulting loss of blood supply to over- 
lying tissues. Other organisms may migrate to the liver to initiate hepatitis or 
troublesome cavernous abscesses. Regurgitation can carry some of the creatures back 
to the posterior segment of the ileum or lodge them in the ileocecal valve to develop 
new lesions 

Man's counterwar against the treacherous Endamoeba has employed a veritable 
arsenal of drugs. Diodoquin, chiniofon, carbarsone, Vioform, Neoprontosil, emetine, 
Milibis, and chloroquine have all, at some time, had their fervent advocates. In 
more recent times, the broad-spectrum antibiotics were brought up to the firing line, 
with generally gratifying results. Chlortetracycline, oxytetracycline, and, more 
recently, tetracycline have all been used in a number of well controlled clinical trials 
The narrower spectrum antibiotics, such as erythromycin, puromycin, and fumagillin, 
have also been tested, with varying degrees of success. In the extensive experience 
of Loventin and Mutuin, reported in our present symposium, oxytetracycline 
appears to produce a consistently high rate of cure in amebiasis 

How broad-spectrum antibiotics operate against the tunneling trophozoites is a 
matter of conjecture. It may be that they deprive the invaders of certain intestinal 
bacteria required for amebic food. In combination with the trophozoite's own body 
chemistry, the antibiotics may interfere with some essential enzyme system and 
thereby cause death. Whatever the mechanism, the clinical fact is that these re- 
markable agents do succeed in interrupting the ameba's treacherous life cycle. Edu- 
cation in hygiene and public health measures should in due course reduce the widely 
prevalent amebiasis to negligible proportions 
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@ INTERNATIONAL CLINICAL NEWSLETTER 


ANTIRABIES VACCINE. Dr. John P. Fox, of Tulane University, 
reported a new antirabies vaccine that produces immunity 
with rapidity, effectiveness, and safety. The new HEP- 
Flury vaccine is prepared from chick embryos infected with 
an attenuated virus. Development of antibodies, within 

10 days of vaccination, has been induced in about 90 per 
cent of 35 subjects given three to four intradermal doses 
at five day intervals. 


OCCUPATIONAL MEDICINE COURSE. A full-time eight week 
comprehensive course in occupational medicine for physi- 
cians will be given at the Post-Graduate Medical School 

of New York University—Bellevue Medical Center from 
September 10 through November 2. For further information 
and application forms, write to the Dean, New York 
University Post-Graduate Medical School, New York 16, N. Y. 


NEW FORD APPROPRIATION. The Ford Foundation announced 

that it has set aside $10,000,000 in grants for the Na- 
tional Fund for Medical Education in the next 5 to 10 years 
to help meet the critical needs of the nation's medical 
schools. 


WORLD HAS 1,200,000 PHYSICIANS. There are now 1,200,000 
physicians in the world, according to a recent survey of 
the World Health Organization. Between 50,000 and 60,000 
new physicians graduate each year from some 600 medical 
schools in 85 countries. 


VACCINE REINOCULATION. Dr. Jonas E. Salk, University of 
Pittsburgh Medical School, in a letter to the Journal of 
the American Medical Association stated that of all the 
children inoculated with poliomyelitis vaccine in the 1954 
field trial, approximately 40 per cent did not develop 
immunity. The test comprises three injections which must 
be given to all children before the 1957 season.' 


ULTRASONICS LOCATE FOREIGN BODIES. Dr. William F. Hughes, 
Jr., Professor of Ophthalmology at the University of 
Illinois College of Medicine, reported the possibility that 
ultrasonics may become a diagnostic tool in determining 
tissue changes and in localizing nonradiopaque foreign 
bodies. Ultrasonic echoes can be observed on the oscil- 
loscope from reflection by almost any metal, wood, glass, 
or plastic foreign body embedded in soft tissue. 








PLASTIC SURGERY CLINIC. A clinic for reconstructive plastic 
surgery of the face was recently dedicated at the Man- 
hattan Eye, Ear, and Throat Hospital, 210 East 64th Street, 
New York City. The $100,000, 12 room clinic, which 

occupies the second floor of the hospital's east wing, is 

a gift from the Society for the Rehabilitation of the 
Facially Disfigured, Inc. 


ANTICONVULSIVE DRUGS. A French physician reported from 
the General Hospital of Pula, Yugoslavia, on the treatment 
of convulsive patients by intracerebral use of hexobarbi- 
tone. In a patient with intractable convulsions following 
cranial injury, infiltration in the hemorrhagic portion 
of the brain stopped the epileptic attacks. After two 
weeks the patient was discharged from the hospital with 

no neurologic symptoms.’ 


SECRETARIAT LIAISON CONFERENCE. Secretaries and officials 
of the National Member Medical Associations and the 
editors of their journals are invited to a meeting at the 
World Medical Association Secretariat, New York City, 

Oct. 19-20, 1956. The program will be planned to facili- 
tate mutual assistance between the Secretariats of the 
National Medical Associations and the Secretariat of the 


World Medical Association. 


INTRANASAL HYDROCORTISONE IN SINUSITIS. Excellent 
results were achieved in 14 of 19 children with maxillary 
sinusitis after intranasal treatment with hydrocortisone. 
Intranasal injections of the steroid cause clinical and 
radiologic signs of maxillary sinusitis to disappear with 
better results and more permanently than with oral 
hydrocortisone.’ 


VIRUSES IN CANCER RESEARCH. At the recent National Cancer 
Conference in Detroit, Dr. Ludwik Gross, chief of the 
Cancer Research Unit, Veterans Administration Hospital, 
Bronx, N. Y., reported that his study of the transmission 
of leukemia indicates that other forms of cancer may also 
be transmitted by viruses. At the same conference, Dr. 
Wendell M. Stanley, Nobel Laureate and director of the 
University of California Virus Laboratory, pointed out 
that because of newer knowledge of viruses, "we should 
assume that viruses are responsible for most, if not all, 
kinds of cancer, including cancer in man." 
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Clinical Experience with Carbetapentane 


A. J. Van Hoorde 
VOLKSKLINIBK 


GHENT, BELGIUM 


The most common manifestation of respiratory disease is the cough. Cough is 
usually caused by inflammation of the pharynx or larynx, or trachea, bronchi, lungs, 
and pleura. The stimulus to cough is transmitted via the superior laryngeal and 
glossopharyngeal nerves to the cough center located at the base of the fourth ven 
tricle. However, the stimulus may arise wherever ramifications of the vagal nerve 
exist (stomach, uterus, liver). Among the extrarespiratory causes of cough should 
be included aneurysms of the aorta and intrathoracic tumors 

Foreign bodies in the respiratory pathway, as well as irritating gases and chemi- 
cals, may play an important role as cough stimulants. Allergic affections such as 
bronchial asthma, which can induce a particularly tiring cough, are also of great 
importance 

Before attempting to climinate cough, it must always be determined whether it is 
necessary and useful to administer an antitussive remedy. The once prevalent idea 
that cough is a natural defense mechanism operating exclusively for the purpose of 
raising sputum from the bronchi now seems oversimple. Consider the number of 
people who cough without producing any sputum whatsoever. Moreover, the act 
of coughing itself can bring about various unfavorable physiologic changes, For 
instance, by increasing the intrathoracic pressure, both venous and auricular pressure 
becomes clevated. This pressure build-up occurs mainly in the precapillaries and 


may lead to pulmonary congestion, an added burden to the heart, bleeding from the 
lung capillaries, as well as conjunctival bleeding and even occasionally cerebral 
hemorrhage. Incessant coughing exhausts the patient and interferes with needed 
rest, at the same time giving rise to further irritation of the mucous lining of the 


respiratory passage and thus to more coughing 

What can be done in cases of productive cough? Here the cough reflex proves 
constructive, enabling accumulated sputum to be removed from the bronchi. For a 
long time it was erroneously believed that cough-suppressive remedies would in- 
hibit expectoration and decrease the respiratory amplitude. It was said that the 
patient then became unaware cither of the usual irritation leading to cough or of the 
accumulated sputum in the alveoli and bronchi; this, together with a decreased 
respiratory amplitude, supposedly prevented sufficient oxygenation of the blood, 
with the result that the patient finally ‘‘ drowned" in his own sputum. It was also 
assumed that chronic bronchitis might develop because the already infected sputum, 
expelled inadequately from the bronchi, would be retained and so facilitate the 
deeper penetration of infection into the mucous membranes. In the light of current 
knowledge this idea must be abandoned, since clinical experience, especially with 
carbetapentane (Toclase*), has taught us differently 


* The trade name of Chas. Pfizer & Co., Inc., for carbetapentane is Toclase. Available also frotn Union 
Chimique Belge, Brussels. 





For example, in 13 cases of productive cough treated with carbetapentane citrate, 
not only was the cough diminished in frequency but in no case was there any decrease 
in the quantity of sputum expelled. Thus, while cough became less frequent, the 
quantity of sputum with cach expectoration became greater, so that the total amount 
of sputum per day remained the same. These results must be compared with what 
can happen when a cough is left untreated. Patients who cough too often eventu- 
ally can become so tired that their cough becomes superficial and ineffective, since 
insufficient strength remains with which to expectorate the tenacious sputum 

The number of cough remedies now available to the physician ts large. It goes 
without saying that definitive therapy must be applied wherever possible. An 
attempt must always be made first to determine the etiology of cough, and then to 
try to climinate it. If, by chance, the cough is caused by cardiac insufficiency, 
therapy should of course be directed at the heart. On the other hand, if there should 
be a more usual cause, such as infected tonsils, chronic rhinitis, or sinusitis, providing 
a constant source of infection to trachea and bronchi, treatment must certainly be 
aimed at the underlying problem. If there should be a primary infection of the lower 
respiratory tract, anti-infective therapy should be instituted at once, using any one 
of a number of antibiotics such as penicillin or streptomycin, oxytetracycline, tetra- 
cycline, or the sulfonamides; also such old stand-bys as guaiacol, eucalyptol, or 
quinine. 

In any case, since a presenting cough is not likely to disappear rapidly just because 
treatment is directed at its underlying cause, prompt symptomatic treatment of the 
cough is also indicated. Over the years, cough therapy consisted mainly of expec- 
torants and balsamics. The practical objective of such an indirect approach was a 
less tenacious sputum that would be easier to expectorate. Obviously, there was 
never any question concerning essential cough-suppressive therapy. Cough therapy 
was reoriented only after the cough-sedating activity of opium was discovered. 
Then came the poppyhead infusions, the opium extracts, and subsequently mor- 
phine, codeine, and heroin, as well as many other morphine derivatives. All of 
these, however, possessed in common the capacity for producing addiction, paralysis 
of the intestinal tract, and even depression of the respiratory center. The fact that 
there existed no effective cough remedy that was at the same time completely safe 
led us to investigate the effect of carbetapentane (citrate), a new nonopiate, non- 
narcotic agent that selectively inhibits the cough center without causing addiction 
or constipation. 

Chemically, carbetapentane is diethylamino-cthoxyethy]-l-phenylcyclopentane-| 
carboxylic (hydrochloride or citrate). In acute and chronic toxicity studies in 
animals, carbetapentane has been proved notably nontoxic, especially when compared 
with codeine. 

The antitussive activity of carbetapentane has been assayed experimentally in 
animals according to the method of Domenjoz (with cough produced in cats by 
excitation of the superior laryngeal nerve). While the duration of its activity was 
fourd to be the same as for codeine, its potency was shown to be 150 per cent of the 
latter. Utilizing a sirup with a concentration of 22.5 mg. carbetapentane citrate 
in 15 cc., and tablets containing 25 mg. of the citrate each, our patients were given 
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the cough remedy four or five times daily: once before meals and again before going 
to bed if necessary. 

Fifty-one patients were studied in this series, 6 with pharyngitis, 7 with laryn- 
gitis, 19 with tracheitis, 15 with bronchitis, 3 with pneumonia, and 1 with pleuritis. 
Complete results in these cases are shown in table I. 

When coughing paroxysms were decreased in frequency and length by 50 per cent 
or more, or when patients previously unable to get adequate sleep due to coughing 
were able to sleep undisturbed for the first time under the effects of carbetapentane 
citrate, results were recorded as ‘‘ very good." 

Therapy was considered ‘‘ unsuccessful’ in treated cases in which no difference 
was noted in the cough whether treated or not, and in which even an increased dose 
gave no effective results. Results in all the remaining cases were considered ** good;" 
that is, benefits obtained were definite but less remarkable than in those cases cata- 
logued as ‘' very good.”’ 

We attached particular importance to the clinical evaluation of toxicity. The 
number of available cough remedies is already great, but they are all capable of 
producing characteristic side effects. In the current study, we were looking most of 
all for an antitussive remedy lacking in the undesirable side effects characteristic of 
all existing morphine derivatives. 

Respiration was checked only in bed patients. In no instance was there noted 
any reduction from the normal rate, and there occurred no prolongation of inspira- 


TABLE | 


Results of Carbetapentane Citrate Therapy in 51 Cases 


Tablets Sirup 
Results - 

Durat. Durat 

Nature of No. of Very Unsuc- treat., treat., 
disease cases good Good cessful Dosage days Dosage days 


Pharyngitis 0 25 mg. 22.5 mg. 
4 times /day 4 times /day 

Laryngitis 25 mg. 22.5 mg. 
4 times /day 4 times /day 

Tracheitis 25 mg. 22.5 mg. 
4 times /day 4 times /day 

25 mg. 22.5 mg. 
5 times /day 5 times /day 

Bronchitis 25 mg 22.5 mg. 
4 times /day 4 times /day 

22.5 mg. 
5 times /day 

22.5 mg. 
§ times /day 

22.5 mg. 
5 times /day 


Pneumonia 


Pleuritis 


Total 


CLINICAL EXPERIENCE WITH CARBETAPENTANE Van Hoorde 





tion or expiration. Cyanosis was not encountered. Patients who produced sputum 
did so without difficulty, and this was observed even in patients more than 65 years 
of age, of whom 5 were treated for bronchitis and 1 for pneumonia in this series. 

Of the 51 patients treated, only 2 complained of a decrease in appetite, but it should 
be mentioned that both these patients had been under treatment for gastritis for 
many years. One of them tolerated the cough remedy better after meals. 

None of the outpatients in the treated group reported any change in bowel habits. 
Two of 3 bed patients who were constipated during therapy observed a return to 
normal bowel function on becoming ambulatory again, despite a continuation of 
carbetapentane citrate treatment. From these observations, there is certainly no 
evidence to indicate that the cough remedy might produce constipation. In this 
study, moreover, no impairment of consciousness was noted and, specifically, no 
drowsiness was observed. 

(As to the use of expectorants, we have reserved them for use in acute bronchitis 
in the productive state. In nonproductive cough, of course, they are of no use 
whatsoever and, after all, why administer a remedy that liquefies sputum, or de- 
creases or increases it, when no sputum exists? On the other hand, in cases with a 
productive cough, the addition of expectorants such as Polygala or terpin must not 
be condemned a priori, or considered old-fashioned. Bronchodilating remedies can 
also be useful in some cases, although a prerequisite for their use is that they must 
not affect the intestinal tract or diminish appetite. Their prolonged use is inad- 
visable in any circumstance, and experience has taught us that in chronic bronchitis 
their effect is small or nil.) 


CONCLUSIONS 


The antitussive activity of carbetapentane citrate has been experimentally deter- 
mined to be 150 per cent that of codeine. Clinically, in our experience, 22.5 mg. of 
carbetapentane citrate was equal to or more active than 30 mg. of codeine, and 
produced none of the undesirable side effects of codeine. Carbetapentane citrate 
does not cause constipation or impair appetite. To date, we have had no indication 
of any tendency to addiction. 
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The Control of Pain by Orally Administered 
Meperidine Hydrochloride Combined with 
Non-Narcotic Analgesics 


G. A. Cronk, M.D., and D. E. Naumann, M.D. 


DEPARTMENT OF HEALTH AND PREVENTIVE MEDICINE, SYRACUSE UNIVERSITY 


SYRACUSE, N. Y 


The therapeutic action of orally administered meperidine hydrochloride (Demerol 
hydrochloride), 0.025 to 0.030 Gm., combined with acetyl p-aminophenol, 0.162 
Gm., salicylamide, 0.194 Gm., and caffeine, 0.0324 Gm., or acetylsalicylic acid, 
0.194 Gm., phenacetin, 0.162 Gm., and caffeine, 0.0324 Gm.,* in 350 patients with a 
wide variety of painful clinical conditions is presented. The calibration of these 
medications to the patient's need in relation to his illness, the degree of pain relief, 
and toxic or side reactions are discussed. 


METHODS AND MATERIALS 

The 350 patients treated in this study were of both sexes between the ages of 17 
and 25 years. All patients in the series were hospitalized in the University In- 
firmary for diagnosis and treatment. A wide range of painful clinical syndromes 
were represented, including infections and injuries. 

The meperidine formulations were administered as a tablet every three to four 
hours. If the pain was severe, as in renal colic, or was not controlled by one tablet, 
two tablets were administered and repeated in three to four hours if necessary. 

The time required after administration of the meperidine for pain relief, the degree 
of relief, and the duration of relief were recorded. 


RESULTS 


The cases selected for this study were consecutive admissions to the University 
Infirmary for treatment. Respiratory infections represented the larger proportion 
of the clinical conditions seen (table I). The number and variety of conditions 
treated presented a wide range in the degree of pain and the individual's subjective 
reaction to his pain. It has, of course, been recognized for centuries that this tre- 
mendous variance in individual response to pain negates any attempts to establish 
rigid methods of control, and so it was in this study. 

In order to have a starting point for making observations on the ability of meperi- 
dine hydrochloride, 0.025 to 0.030 Gm., combined with non-narcotic analgesics to 
control pain, the medication was ordered to be administered once at a fixed point 
and then to be repeated in thtee to four hours if the pain was not relieved. The 
ability of this formulation to control pain in diseases treated is best shown in table 


* The trade name of Winthrop Laboratories for the combination of acetylsalicylic acid, phenacetin, 
caffeine, and meperidine is A.P.C. with Demerol.” Materials used in this study were furnished by Win- 


throp Laboratories, New York, N. Y. 





TABLE I 
The Types of Cases Treated with Meperidine Hydrochloride 
Combined with Non-Narcotic Analgesics 
Diagnosis Number of cases 
Acute nasopharyngitis 
Acute pharyngitis 
Acute tonsillitis 
Influenza A 
Acute bronchitis 
Acute otitis media 
Acute stomatitis 
Acute sinusitis 
Acute laryngitis 
Pneumonia 
Abscesses-pyoderma 
Exanthematous diseases 
Infectious mononucleosis 
Acute gastroenteritis 
Injuries (sprains, fractures) 
Dysmenorrhea 
Renal colic 
Miscellaneous states associated with pain 


Total 


II. In this table it will be seen that in 864 patient treatment days, only on 163 (18 
per cent) patient treatment days was 0.100 Gm. or more of meperidine required to 
control pain. During 531 (62 per cent) patient treatment days, pain could be con- 
trolled by 0.050 to 0.060 Gm. of meperidine combined with non-narcotic analgesics. 

The tablet formulations used lent themselves readily to the patients’ needs. When 
severe pain was existent, two tablets containing 0.05 to 0.06 Gm. meperidine were 
very effective. In this series there were only two failures in pain control. One of 


TABLE II 
The Number of Patient Treatment Days in Relation to the 
Amount of Meperidine Consumed in a 24 Hour Period 


Amount of meperidine Number of patient 
HCl! /24 hours, Gm. treatment days 
0.025-0.030 
0.050-0 .060 
0.075-0.090 
0. 100-0. 120 
0.125-0.150 
0.150-0. 180 
0.175-0. 210 


Total 
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these patients had renal colic and the other severe gastroenteritis. In both instances 
pain was readily controlled by meperidine, 0.075 Gm. given intramuscularly. It 
may well be that these 2 cases represented an absorption failure rather than drug 


failure. 
Difference in the ability of the two formulations used to relieve pain could not be 


recognized either by patients or by the observers. 
TOXICITY 

The amount of meperidine received by patients during their treatment is pre- 
sented in table II]. Three hundred and forty-five of 350 patients in this series received 
their meperidine formulation during five treatment days, 4 patients received meperi- 
dine for six days, and 1 patient received meperidine for seven days. 

There was no evidence of toxicity from the medications administered. It was 
well tolerated by the gastrointestinal tract. 


DISCUSSION 


Wolff and his co-workers’: '': '* in several investigations since 1940 have reported 
some common denominators for comparing the analgesic activity of several com- 
pounds through the use of pain produced by cutaneous heat. Acetylsalicylic acid, 
0.3 Gm., or acetophenetidin, 0.3 Gm., given orally by this method will increase the 


TABLE III 


The Number of Patients in Relation to the Total Amount of Meperidine Consumed 
during the Total Treatment Period 


Amount of meperidine received, Gm No. of cases Side reactions 


0.025-0 
0.050-0 
0.075-0 
1 <0 
125-0 
150-0 
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TABLE I 
The Types of Cases Treated with Meperidine Hydrochloride 
Combined with Non-Narcotic Analgesics 


Diagnosis Number of cases 


Acute nasopharyngitis 
Acute pharyngitis 

Acute tonsillitis 

Influenza A 

Acute bronchitis 

Acute otitis media 

Acute stomatitis 

Acute sinusitis 

Acute laryngitis 
Pneumonia 
Abscesses-pyoderma 
Exanthematous diseases 
Infectious mononucleosis 
Acute gastroenteritis 
Injuries (sprains, fractures) 
Dysmenorrhea 

Renal colic 

Miscellancous states associated with pain 


Toral 


II. In this table it will be seen that in 864 patient treatment days, only on 163 (18 
per cent) patient treatment days was 0.100 Gm. or more of meperidine required to 
control pain. During 531 (62 per cent) patient treatment days, pain could be con- 
trolled by 0.050 to 0.060 Gm. of meperidine combined with non-narcotic analgesics. 

The tablet formulations used lent themselves readily to the patients’ needs. When 
severe pain was existent, two tablets containing 0.05 to 0.06 Gm. meperidine were 
very effective. In this series there were only two failures in pain control. One of 


TABLE II 
The Number of Patient Treatment Days in Relation to the 
Amount of Meperidine Consumed in a 24 Hour Period 
Amount of meperidine Number of patient 
HC! /24 hours, Gm. treatment days 
0.025-0.030 268 
0.050-0 .060 
0.075-0.090 
0.100-0.120 
0.125-0.150 
0.150-0.180 
0.175-0. 210 


Toral 
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these patients had renal colic and the other severe gastroenteritis. In both instances 
pain was readily controlled by meperidine, 0.075 Gm. given intramuscularly. It 
may well be that these 2 cases represented an absorption failure rather than drug 
failure. 

Difference in the ability of the two formulations used to relieve pain could not be 
recognized either by patients or by the observers. 


rOXICITY 


The amount of meperidine received by patients during their treatment is pre- 
sented in table II]. Three hundred and forty-five of 350 patients in this series received 
their meperidine formulation during five treatment days, 4 patients received meperi- 
dine for six days, and 1 patient received meperidine for seven days 

There was no evidence of toxicity from the medications administered. It was 
well tolerated by the gastrointestinal tract. 


DISCUSSION 


Wolff and his co-workers’: '': '* in several investigations since 1940 have reported 


some common denominators for comparing the analgesic activity of several com- 
pounds through the use of pain produced by cutaneous heat. Acetylsalicylic acid, 
0.3 Gm., or acetophenetidin, 0.3 Gm., given orally by this method will increase the 


TABLE III 
The Number of Patients in Relation to the Total Amount of Meperidine Consumed 
during the Total Treatment Period 


Amount of meperidine received, Gm No. of cases Side reactions 
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pain threshold approximately 30 to 35 per cent. It is extremely interesting to note 
that increasing the amount of acetylsalicylic acid to 1.8 Gm. does not materially 
increase the cutaneous pain threshold. This, of course, does not mean that large 
doses of acetylsalicylic acid do not have increased pharmacologic activity as evi- 
denced by increased nausea and vomiting of central origin with larger doses. Com- 
bining acetylsalicylic acid with acetophenetidin does not seem to increase the anal- 
gesic activity of the combination as compared to an equal weight of either of the 
agents. 

Meperidine was studied by Christenson and Gross* using a technique similar to 
the above, and it was determined that an oral dose of 0.1 Gm. would increase the 
cutaneous pain threshold 50 per cent. Like all narcotics, the analgesic activity of 
meperidine is much enhanced by parenteral administration (0.05 Gm. meperidine 
intramuscularly increases the cutaneous pain threshold 50 per cent). 

For many years the wisdom of using non-narcotic analgesics such as acetylsalicylic 
acid in combination with comparatively small doses of relatively potent narcotics 
has been recognized. This procedure does not potentiate the activity of cither agent 
but results in a summative analgesic effect. It does, however, take advantage of the 
fact that problems with narcotics such as toxicity and particularly addiction are, in 
many ways, proportional to the size of the narcotic dosage. 

Following the logic of combining small doses of narcotics with non-narcotic anal- 
gesics, meperidine has been used with salicylates in many clinics?~* with good 
results. It should, of course, be recognized that while these agents can be used with 
impunity for short-term painful clinical problems, their use in long-term or chronic 
diseases should cause the physician to weigh carefully the possibility of drug ad- 


diction against the seriousness of the underlying disease. Obviously there should 
be little hesitation in relieving the pain of a patient with incurable cancer or other 
similar diseases. 


SUMMARY AND CONCLUSIONS 

1. Three hundred and fifty patients with painful clinical conditions were treated 
with orally administered meperidine hydrochloride, 0.025 to 0.030 Gm., combined 
with either acetyl p-aminophenol, 0.162 Gm., salicylamide, 0.194 Gm., and caffeine 
0.0324 Gm., or acetylsalicylic acid, 0.194 Gm., phenacetin, 0.162 Gm., and caffeine, 
0.0324 Gm 

2. Adequate control of pain was obtained in 348 patients when the formulations 
were administered in accordance with the patients’ needs. On 531 (62 per cent) of 
the patient days, pain control was accomplished with 0.05 to 0.06 Gm. of meperidine 
hydrochloride. 

3. The two pain control failures were in a patient with renal colic and a patient 
with gastroenteritis. Pain control was subsequently established with intramuscular 
meperidine. 

4. There were no toxic manifestations or side reactions from meperidine admin- 
istered in the above formulations. 
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Doctor Appointed Head of Medical College Department 


Dr. J. A. W. Hetrick, president of New York Medical College, Flower and Fifth 
Avenue Hospitals, recently announced the appointment of Dr. Martin L. Stone as 
professor of Obstetrics and Gynecology and director of the Department 

Dr. Stone, who has achieved a wide reputation in this field of medicine, is a native 
of New York City. He has contributed extensively to scientific journals and has 
addressed meetings of leading medical groups. He is a member of the Special Com- 
mittee on Infant Mortality of the New York County Medical Society and has been 
a member of the faculty of New York Medical College since 1949. 

Dr. Stone is a diplomate of the American Board of Obstetrics and Gynecology, a 
fellow of the American College of Surgeons, a founding fellow of the American 
College of Obstetrics and Gynecology, and a fellow of the New York Academy of 
Medicine. 

A graduate of the DeWitt Clinton High School, he received his Bachelor of Science 
degree from Columbia University in 1941, his Doctor of Medicine degree from New 
York Medical College in 1944, and his Master of Medical Science in obstetrics and 
gynecology from that institution in 1949. 
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Management of Hypertension with Sustained- 
Release Reserpine 


Gerard E. Gagnier, M.D. 


ROCHESTER GENERAL HOSPITAL AND ST, MARY'S HOSPITAL 
ROCHESTER, N. Y. 


Recent reports': * indicate that reserpine, in addition to being an effective hypo- 
tensive agent, has a unique tranquilizing action that is desirable in the treatment of 
hypertension. Unfortunately, however, the drug in its present form has several 
shortcomings. The multidose tablet regimen makes patient management sometimes 
difficult to accomplish, because most patients have few symptoms when their blood 
pressure is controlled and they are prone to forget their medication. Side effects of 
drowsiness, headache, and nervousness, while not serious, do appear with sufficient 
frequency and intensity to make many patients refuse to take the drug as prescribed. 
Then too, there have been several reports*: ‘ that reserpine, even when given in only 
moderately high doses, causes severe depression in some patients. 

Recently reserpine has been made available in a new oral dosage form* designed to 
overcome the shortcomings of conventional reserpine. This dosage form, called 
a sustained-release capsule, consists of a capsule containing hundreds of tiny coated 
pellets of reserpine. Because of a variation in the coating on the pellets some of the 
reserpine is released immediately on ingestion and the remainder is released over the 
next 8 to 10 hours. By this continuous, gradual release of reserpine, the sustained- 
release capsule form might be expected to produce a smoother drug action by elimi- 
nating the high and low points of therapeutic activity that come with multidose 
therapy. Also, because medication is required only once or twice a day (on arising 
and /or retiring), greater patient faithfulness should follow. With these premises in 
mind, namely, the possibility of obtaining adequate hypotensive control with a 
lower dose of reserpine and the attainment of greater patient faithfulness by requiring 
less frequent dosage, a study was undertaken to compare the effectiveness of con- 
ventional reserpine with the new sustained-release capsule 


METHOD AND MATERIAL 


Twenty-eight private patients, with mild and moderate hypertension, were selected 
to participate in the test. Severe malignant hypertensives were excluded from the 
test because previous reports in the literature’: © indicate that reserpine is compara- 
tively ineflective in the treatment of such disorders. All the patients knew that they 
were participating in the evaluation of several hypotensive drugs, and they gave 
every indication that they would be objective in their observation. 

Blood pressure readings at the start of the study ranged from 150/100 to 240/130. 
The patients ranged in age from 25 to 70. All were ambulatory, and were seen in 
my office at biweekly visits. Blood pressure, pulse, weight, medication, and dosage, 


* Eskaserp Spansule capsules supplicd by Smith, Kline & French Laboratories 
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as well as observations of emotional status, were recorded on individual case report 
cards and kept on file. 

Reserpine in the conventional form and sustained-release reserpine capsules in 0.25 
and 0.50 mg. strengths and placebos, identical to the conventional reserpine, were 
used. The patients were divided into two similar groups of 14 patients each. One 
group was started on conventional reserpine; the other on the sustained-release 
capsules. When the patient's blood pressure had been stabilized at its lowest con- 
trollable level for at least two weeks, he was placed on a placebo (which he believed 
to be a hypotensive drug being tested) and maintained on the placebo until his 
diastolic blood pressure rose at least 5 mm. of mercury. The patient was then placed 
on the alternate dosage regimen (the second active drug) and continued until a 
control level was again achieved. The total daily dose depended on the patient's 
response to medication. The daily conventional reserpine dose ranged from 1.5 mg 
(0.5 mg. three times daily) to 3.0 mg. (1.0 mg. three times daily). The usual daily 
dose was 1.5 mg. The daily sustained-release capsule dose ranged from 0.25 mg. 

one 0.25 mg. capsule a day) to 2.0 mg. Cone 1.0 mg. capsule twice daily). The 
usual daily dose was 1.0 mg. Cone 0.5 mg. capsule twice daily 

At the end of the study a comprehensive interview was held with each patient. 
A comparison was made of the two dosage forms of the drug by reviewing the case 
report cards and by evaluating the patient's comments when discussing the two 
regimens. 

Results were classified as good, fair, or poor and were based on the drop in diastolic 
pressure. The diastolic pressure change was chosen because it is the established 
indicator of hypotensive response used in most formal reports on hypertension.’: * 


If the patient's diastolic pressure returned to 90 mm. of mercury or less, or dropped 
at least 20 mm. of mercury, results were considered‘ good.’’ A final diastolic pressure 
no higher than 100 mm. of mercury or a reduction of at least 15 mm. of mercury in 
diastolic pressure was considered a fair response. Any lesser response was con- 


sidered poor. 
RESULTS 


Of the 28 patients who started the study, 19 (10 male and 9 female) completed it. 
Vacations interrupted the study for some patients; others stopped coming for treat- 
ment when their symptoms disappeared. 

Figure 1 shows the effects of both preparations on the blood pressure. 

Of the 19 patients who completed the study, 7 got their best response while on the 
sustained-release capsules; 3, while on conventional reserpine; and 9 patients did 
equally well on both dosage regimens. The placebo was ineffective in all patients. 
Although 9 patients achieved an equal response from both preparations, the sustained- 
release capsule enabled 6 of them to achieve the response with lower doses than were 
required with reserpine in the conventional form. 

On the sustained-release reserpine the response of 15 patients was good, that is, 
13 became normotensive and 2 showed a diastolic pressure drop of 20 mm. of mercury, 
ending with a final value of 100 mm. of mercury. Three patients showed a fair 
response (all with a final diastolic reading of between 90 and 100 mm. of mercury), 
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Fic. 1. Effects of tablet reserpine and sustained-release reserpine on the blood pressure in 19 patients. 


and response was rated poor in 1 patient whose diastolic pressure was reduced by 
only 10 mm., to a final reading of 120 mm. of mercury. 

On conventional reserpine, 12 patients showed a good response (11 became normo- 
tensive and 1 experienced a drop of 20 mm. ending with a diastolic pressure of 98 mm. 
of mercury). The response of 4 patients was rated fair (all had a final diastolic 
reading of between 90 and 100 mm. of mercury), and the response of 3 patients was 
rated as poor. One of the patients in this group, whose response was rated poor, 
had to be taken off the tablet reserpine because she complained that the regimen 
made her weak and nervous. While on the sustained-release capsule she had tolerated 
the drug, but had complained of nausea. 

Four patients complained of mild side effects while on sustained-release reserpine: 
headache (1), nausea (1), and drowsiness (2). While on conventional reserpine, 
6 patients, including the one with a severe reaction, complained of side effects: 
drowsiness (4), nausea (1), weakness and nervousness (1). Reduction in dosage 
failed to eliminate side effects without producing a corresponding reduction in ther- 
apeutic efficacy of the drug. 

DISCUSSION 

The results of this investigation suggest that the sustained-release reserpine is 
superior to conventional reserpine for the treatment of most mild and moderate 
hypertensive patients. It must be borne in mind, however, that reserpine, regardless 
of the dosage form, was more than 85 per cent effective. This high percentage of 
favorable responses indicates that reserpine in cither of the two forms tested is a 
very effective antihypertensive agent. 

There were no signs of depression in any of the patients studied, and with one 
exception, side effects presented no problem. The side effects most frequently re- 
ported were drowsiness or dizziness. There seems to be some question of whether 
these complaints were caused by the drug or were just a normal response to a drop in 
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blood pressure. The few patients who complained of headache, or became nauseated, 
experienced these discomforts only when they were on the active drug. These com- 
plaints must be considered side effects attributable directly to the reserpine. 

It is interesting to note that when discussing the various dosage regimens with the 
patients at the end of the study, 35 per cent voluntarily stated they preferred the 
convenience of the sustained-release medication and would not want to return to the 
multidose therapy. 

The results of this investigation again reaffirm the effectiveness of reserpine in the 
treatment of hypertension and suggest that for the greatest majority of hypertensive 
patients, a sustained-release preparation provides the most desirable dosage form. 


SUMMARY 


A study of 28 mildly and moderately hypertensive patients was conducted to com- 
pare the effectiveness of a new sustained-released preparation of reserpine with that 
of reserpine in the conventional form. The patients were divided into two similar 
groups of 14 patients each. One group was started on conventional reserpine, the 
other on sustained-release reserpine. Each patient was maintained on the active 
drug until his blood pressure was controlled and a maintenance dosage was estab- 
lished. He was then placed on a placebo until his diastolic pressure rose at least 
5 mm. of mercury, and then was switched to the alternate preparation 

Of the 19 patients who completed the study, 18 showed a good or fair response to 
the sustained-release reserpine and 16 showed a good or fair response to the con- 
ventional reserpine. Side effects presented no serious problem. On the sustained- 
release reserpine, side effects were reported, in a mild form, by 4 patients; on the 
conventional reserpine, 5 patients complained of mild side effects, and 1 patient's 
side effects were severe enough to require withdrawal of the drug; 35 per cent of the 
patients voluntarily stated that because of its convenience, they preferred the sus- 
tained-release medication to the multidose form. Reserpine, regardless of the dosage 
form, was more than 85 per cent effective in the treatment of the test patients. The 
results of this investigation seem to indicate that the sustained-release preparation 
of reserpine is superior to the multidose form for the treatment of most hypertensive 
patients. 
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Time Is the Essence—of What? 


Nandor Fodor 


NEW YORK, N. Y. 


Time has been the subject of many essays in psychoanalytic literature. As to its 
nature there is no universal agreement. The mathematical, philosophic, and psy- 
chologic approaches have their own justification. There is an individual, social, 
and racial point of view. The concept of time can be considered as nonmaterial and 
subjective, or material and objective. Whether it is a twin-concept of space or the 
fourth dimension that we sense sectionally only by moving through space, whether 
we create it in our minds (Kant) or are lived by it (Bergson) as helpless pawns, 
whether it endures and is divisible, or is infinite and has no units (meaning that the 
past and future really ARE or just present an illusion of the human mind), TIME 
IS HERE TO STAY. Our organism is so adapted that we cannot live without it. 
An inner clock within us seems to run in unison with the rhythm of the cosmos 
(world time). Let the physicists and mathematicians battle over Newtonian time 
‘awareness of order of phenomena), let the relativists cling to an absolute time based 
on the velocity of light, let the psychologists claim that time is nothing but a suc- 
cession of ideas and that the notion of duration is modeled on the extension of space 

nothing can change the essential simplicity, and physical-mental reality, of our 
perception of time. Speaking of conventional time, individual time, social time, 
biologic (or organic) time, or of the differences of time perception in psychosis, in 
neurosis, under the influence of drugs, in unusual mental conditions, or in other 
orders of life does not affect the issue. Time IS and it ENDURES, both objectively 
and subjectively; without this fundamental proposition neither individual nor society 
can live an organized life. 

However, the word *‘subjectively’’ requires qualification. The reflection of time 
in our mental system is twofold: conscious and unconscious. Organized life de- 
mands cpnscious adaptations. The unconscious is an outlaw. It adapts by choice 
and not by compulsion. In its own world, conscious comprehension of time has no 
validity. The trouble we have with time is due to this dual relationship. It IS 
this dual relationship that makes time a psychoanalytic problem. 


PERSONIFICATION OF TIME 


A great part of our problem is bound up with communication. How do we express 
ourselves about time? The answer is: in many ways, both clear and confused. 
Language is a condensation of both conscious and unconscious apperceptions; so we 
may as well begin with the semantic approach. 

Let us state first what time is not. Obviously, it is not a person. Yet—possibly 
under the influence of a universal unconscious drive toward individuation—we do 
personify it. Father Time is not just a figure of speech. It is a representation that 
personifies man’s eternal struggle with the powers of the cosmos. Janus, the Keeper 
of the Gates of the Year in Roman theology, or the New Year coming in as a child 
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and the Old Year going out as an overaged man, Father Christmas, time as the Great 
Healer, death (the end of time) as a man with a scythe are personifications of a 
lesser content, but as pictorial fantasies they express more clearly the goal of the 
struggle: rebirth and immortal life. 

Time as a power that can extinguish human life with the ease of blowing out the 
flame of a candle appears in the warning of Tweedledee to Alice in Wonderland: 
the Red King must not be awakened because she (Alice) was ‘‘only a sort of thing 
in his dream." 

Yet, “‘ going out like the flame of a candle’’ may be the only philosophic way to 
free ourselves from the fetters of time. Freud claimed that in the unconscious every- 
body sees himself as immortal. This may be the fundamental motivation in the 
personification of time. We cannot fight something abstract. We must personify 
it first. One can fight God in the father, real or symbolic, in an icon, or in Father 
Divine because the father is a threat to infantile omnipotence. Stopping time is a 
typical infantile concept of victory because—as one of my patients reminisced 
‘father always knows the time."' 

At the Mad Hatter’s tea party in Wonderland it was always six o'clock, and the 
Hatter said to Alice: ‘If you knew Him as well as I do, you would not talk about 
wasting it. It is HIM."’ Alice admitted that she had never spoken to Time but 
acknowledged him as the adversary in a roundabout way: ‘‘I know I have to beat 
time when I learn music." ‘‘Ah, that accounts for it,’’ said the Hatter. ‘‘He won't 
stand beating. Now if you only kept on good terms with Him, he would do almost 
anything you liked with the clock. For instance, suppose it is 9 o'clock in the 
morning, just time to begin your lessons; you'd only have to whisper a hint to Time 
and round goes the clock in a twinkling to half past one, time for dinner."’ 

The Mad Hatter was an appeaser. He advocated coming to terms with Time, 
“*Him.’’ Was he really mad? 

Old-timer, timekeeper, and my red aunt, as a reference to menstruation, are lesser 
ways of linguistic personification of time. The calendar is the Vicar of Time. First 
names like April, May, June, July, and August or family names like March and May 
carry an unconscious identification with time. When Fredric March appeared in 
the dreams of one of my patients, she immediately associated: March is a three, the 
third month. Robinson Crusoe's Friday, Sergeant Friday of motion picture fame, 
and Chesterton's The Man Who Was Thursday personify the days of the week. 
This is a survival of pagan identification of the days with the gods (Moon, Tuisco, 
Woden, Thor, Freya, Seatur, and Sun). Winter is personified in Jack Frost, and all 
seasons have a concealed personification in family names: Winter, Spring, Summer 
or Sumner, and Fall. 


OBJECTIFICATION OF TIME 


Big Ben, the famous clock in London, is personification by object identification. 
So is the grandfather clock. When the Bible states that the shape of the world is 
an oblong, we may well query whether the horizontals and verticals may not stand 
for the solstices and the equinoxes, thereby objectifying the four seasons. 

That the vegetable kingdom also offers possibilities for the objectification of time 
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is shown by this conundrum (from the Treasury of Jewish Folklore, p. 648): What has 
twelve branches and every branch four twigs and on every twig seven leaves? The 
answer is: the year. 

In dreams the heart may be represented by a watch because the heart ticks away 
the time of life. In a sense, then, the watch is also an objectification of time, and so 
is’ Gabriel's trumpet, the call of the muezzin, the church bell for Angelus, the bell 
that rings in the New Year, cight bells on a ship, the striking of the clock, the ticking 
of a watch, the echo that repeats, and such metaphors about time and sound as: 
the crack of dawn, the break of dawn, daybreak, and the crack of doom. 


OVERCOMING OF, OR SUCCUMBING TO, TIME 


How can we stop time? Joshua accomplished it by stopping the sun-—for an 
obsessive national goal. The Man Who Worked Miracles CH. G. Wells) stopped 
the revolution of the earth for psychotic motives—and brought about universal 
destruction. As a physical feat, the stopping of time is an obvious impossibility. 
The best we can do is to smash or stop the instrument that measures time. Forgetting 
all about time and living in the paradisic dolce far niente of South Sea Islanders is a far 
more pleasurable way toward the goal. Failing that, we have linguistic license at 
our disposal. We can speak of zero hour, of doing something in no time, or project 
our mind back to before time was born (all of them paradoxical statements), we can 

metaphorically) kill time or (poetically) make it stand still C’ When all sequence 
comes to an end’’--Yeats), and we can speak of something as timeless as an opposite 
to that which will last until the end of time, or we may openly surrender by such 
expressions as time immemorial, for all times, once and for all, forever, forever and 


aye, ever, always, for good, and for eternity. Vaughan acknowledged this defeat: 


I saw Eternity the other night 
Like a great ring of pure and endless light. 


Thus, linguistically, we run into a stalemate. But human fantasy has many other 
means at its disposal. There is the dream in which a lifetime can be lived in a split 
second of objective time, or a long stretch of time can be experienced retrojectively 
from a given moment of time. In recalling memories (‘gnostic sense of time" 
Meerloo) we can be lost in the past, in daydreaming we can be lost in the future. 
In playing chess we can be lost in time and space. In scientific daydreaming we can 
do even better. Time, in science fiction, is a dimension in which the hero-scientist 

a peculiar product of our culture—can travel back and forth in a time machine; 
occasionally he falls into a past age accidentally (like Mark Twain's Yankee at the 
Court of King Arthur), or he may fall into an alternate universe, which is a more 
complicated wishful escape from the accomplished present. There is also the way of 
Bridey Murphy: hypnotic age regression to a previous life. Fetal regression is a 
more factual method, but it is a threat to sanity and social adaptation. Partial 
accomplishment of the goal is within practical reach by the use of drugs that slow 
down time perception, or by the use of such mechanical devices as slow motion and 
fast motion films. Precognition, premonition, and prophetic visions are purely 
psychic methods and, at best, of momentary promise. After all is said and done, 
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there is but one assurance of final victory: death. We do not have to know what 


happens after death. At the moment of death, time seems to come to an end 


AT THE MOMENT OP DEATH 


Employed in a chemical factory for the job of cleaning the vats, a patient of mine 
vaulted over the brim, believing the vat to be empty. It was full of boiling, poison 
ous chemicals. The moment he let go, the realization that he would die came to 
him. In a flash his whole life spread out before his mind. Luckily, one of his feet 
hit a cross plank in the vat, and only the other dipped into the boiling liquid. Al- 
though doubled up with pain, he scampered up the middle pole and got out of the 
vat in seconds. Both his legs were burnt, but not too badly. For two weeks after 
ward he had a vivid memory of the life picture that he saw. It was like a big house 
of which every window is visible at once, so that the eye can rest on any, yet the 
feeling of the perception of the whole picture in a simultaneous comprehension 
was there 

Another patient tells a story of near-drowning when a child. His mother warned 
him of water. He could not swim. While stepping over a sun-bathing body at 
Coney Island, he slipped, hit his head on a rock, and fell into the water stunned. 

‘| spent an eternity under the water. I saw my whole life rolling by. I saw mother 
pointing at me; you see, you did not do what I told you, I shall never see you again 
The water, the rocks were crystal clear, as clear as the panorama of my life. Then 
they must have fished me out because the next thing I remember was being rolled 
over a barrel." 

Thus it seems that death is a kind of stepping out of time, and the vivid vision of 
the whole panorama of life is a reaction to being liberated from its confining influence. 


GBOMETRIZATION OF TIME 


Apparitions, ghosts in haunted houses, or visions of the departed at the side of the 
deathbed, whenever reported, are always within a temporal and spatial setting. 
While in the flesh, we cannot free our perceptions from this limitation. Presumably, 
at death we step not only out of time but also out of space as we know space. In 
the flesh we are equally bound by space and time. The two notions are interchange- 
able. We geometrize time but also temporize geometry. 

As to the first, we find time geometrized in every dimension. A point has only 
one dimension. On the dot means a point in time. The word appointment narrows 
time to a point. At one point, in a narrative, is an attempt at the localization of 
time. A date in history fulfills a similar narrowing-down function. Lines or their 
measurement for distances and orientation appear abundantly in such expressions as 
long time, short time, far in time, near in time, length of time, stretch of time, 
measure of time, space of time, ahead of time, behind time, long since, in the long 
run, long day, short day, broad daylight, span of life, within an inch of his life, and 
Times Square. 

In dreams, downtown stands for the past and uptown for the future. East and 
west similarly point to childhood and adult age. Going west means to die. Fifth 
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Avenue in New York City is the present because it divides the cast from the west. 

The third dimension is invoked in the shape of things to come, in high time, high 
twelve, low twelve, in down the corridors of time, and in Francis Thompson's *'! 
fled Him, down the arches of the years.'’ The use of the word arch may appear out- 
landish but only as it applies to years. A quarter of an hour on the clock is actually 
an arc of 15 degrees, a spatial measurement derived from the apparent daily rotation 
of the celestial sphere. 

Space is temporized in advertisements of cars that shrink miles into minutes. 
Cubic volume is used for quantitative appreciation in lots, plenty, heaps, sands, 
oodles, and oceans of time. Time can lie heavily on one's hands, you can spend it, 
make it, or waste it as if it were substance, you can make it flow like water under 
the bridge, you can state that time and tide wait for no man or agree with Plutarch 
that time devours everything (Chronos devouring his children). 

The 24 inch gauge and the level, in Masonic rituals, are used for the measurement 
of time. The Great Pyramid is a massive representation of time for those who 
believe that the inches of its measurement stand for prophetic years, but Times 
Building is only a metaphorical allusion. However, to primitive people time is 
quantitative when they use knots on a cord, notches on a stick, or grains and fruit 
stones to check on the passing of days, or of years by so many rains (rainy seasons 
The same quantitative attitude appears in crossing off the days on the calendar sheet 
and in the habit of children of counting time by so many sleeps. 

A strong linguistic tendency to similar quantitative appreciation of time, real 
and metaphorical, is presented in the use of the word later, ago, and away in: a 
few beers, two cigarettes, four fenders, two million dollars, two encores, several 
questions /ater, or three payments, 50 calories, two jobs age, or in a house a few 
years away from condemnation. 

Biologic time is also subject to spatial representation. It is demonstrated by 
parents making marks on the doorpost for the height of their growing children or 
preserving outgrown shocs and garments to show the passing of the years. Natu- 
rally, we find the same mechanism in dreams. 

A married woman who became a borderline case because of acute sibling rivalry 
that obsessed her mind with hysterical power dreamed: 

“Two men in black suits talking on the telephone to Australia; one tall, the 
other short, both students, with British accent, just off their ships on arrival in the 
U. S. The younger one suddenly lets out a yell: the tall one is balancing himself 
on top of the partition.” 

The partition was a screen. The patient used both words, one in narrating the 
dream, the other in associating with it. Balancing on top of a screen was an accurate 
description of the patient's own mental situation: it was precarious, it looked as if 
she might have a psychotic breakdown. She was sick in body and mind, dreaded 
her job, wanted to give up both job and marriage, and fantasied her mother coming 
to New York and taking care of her as she did of brother Louis. She had two 
brothers: Louis, 23 years old, a possible schizophrenic, still at home, refusing to 
work, and Sid, 35 years old and married. Sid is short for Sidney and Sydney is in 
Australia. The patient herself discovered the connection between the two strangers 
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talking to Australia and her two brothers. She added that the difference in their 
height must have been used by her dream mind as a hint at the difference in their 
respective ages. Obviously, they came to the United States to point out the need of 
integrating her relationship to them. By a saner mental stream, she knew that 
sibling rivalry was all wrong and it would only lead to alienation (British, insanity), 
for she dreamed during the same night: 

‘A tall man in dark clothes came to the house to kidnap children." 

Here the tall man is directly related to children. Her nostalgia for childhood is 
branded as criminal (black), a threat to her adult (tall) ego the dislocation of which 
(by successful kidnaping) is equivalent to psychosis. 

Thus height refers to both physical and mental growth. The time needed for 
achieving both is additionally determined by the distance between New York 
where Sidney lived) and Australia (where the city is). The telephone is a bridge 
between a point in geography and mental heights to reach. 


DYNAMIC CONCEPTS OF TIME 


Geometrization of time presents a static picture. A point, a line, or shape lacks 
an essential dynamic quality: that of movement. That time moves is an inference 
from the sequence of events. If events do not follow quickly, time seems to slow 
down. If they move fast, time is speeded up. Centuries hardly move. We cannot 
appreciate their length, except in a historical survey. Years move a hundred times 
faster in retrospect. The seasons change four times faster than the years, and the 
velocity of time keeps on increasing as we come down to months, weeks, days, 


hours, minutes, and seconds. 

This grand illusion of movement is subject to many individual modifications 
For a prisoner in jail the years move very slowly. For a man intensely absorbed 
in some study, time becomes nonexistent. A slow motion camera stretches out the 
past, a fast motion camera speeds up the future. Time being a mental concept, you 
cannot measure it directly. Clocks and calendars are devices that represent the idea 
of time; they are functional conveniences. What they measure is an artificial divi- 
sion of the day, hour, or year for purposes of orientation. Anything that displays 
a steady rhythm can take the place of a timepiece. You can measure time equally 
well by a volume of water flowing through a hole at a regular rate. The hourglass 
illustrates this principle by the use of sand, the sundial by the passing of shadows, 
and the ancient flower clock by the opening and closing of flowers. In dreams the 
heart becomes the symbol of time because it ticks like a watch, and the watch 
symbolizes the heart for the same reason. The speculation is still heard that the 
unconscious checks on time through the beats of the heart and can wake you up at 
the exact moment you want to get up. The fact, however, that we create our own 
time in dreams and that the heartbeat changes in intervals of awakening and under 
the influence of emotions displayed in the dream seems to rule out this explanation. 
There is no evidence that the unconscious functions like a radar station. 

In the use of everyday language time may go fast or slow, just go by or roll by. 
It may be speeding, flying, racing, running out, flowing, dragging, standing still, 
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lapsing, pressing, returning (anniversaries), starting, beginning, arriving, or coming 
early or late. Being ahead, abreast, or behind times, turning back the clock or 
looking ahead, past time or approaching time (future) are so many references in 
dynamic terms to the sensation that cither time moves and we stand still, or we 
move and time stands still, or both. 

Naturally, there is a point at which the question arises: who: wins or who can 
beat whom (as it did with Alice in Wonderland). Instant means a second, yet it 
also means: in no time. The paradox is of little significance as time itself is para- 
doxical. In a jiffy, in a flick, in the blink of an evelid, in the nick of time, before 
you can say Jack Robinson, on the dot, like a shot, like lightning, in a trice, in the 
nonce, in a moment, in a second, this very second, instantly, immediately, all of a 
sudden—are expressions that negate the flow and victory of time over human re- 
sponses. Quickly, speedily, swiftly, momentarily, fast, ‘in the squeeze of a lemon’’ 
(Oliver Goldsmith) are lesser expressions with the same ideologic content. 

Whether an instant is just a second, less or more or no time at all can be detected 
only by a stop watch. The measuring is done by the speed of a special hand. It is 
a comparatively crude instrument. Physicists can measure a second in millionths. 
But for practical purposes, a stop watch is fast enough. It is much faster than our 
motor and organic responses are, though again that is a matter of individual training 
or of natural endowment. The hand of a magician moves too fast for our eyes to 
follow. The speed of a mongoose is far greater than that of the striking snake, and 
the tortoise lives in a universe where, to us, time stands almost still. 


QUALITIES OF TIME 


“Velocity’’ is a qualitative appreciation of time. According to the subjective 
impact that a sequence of events makes on us, we may speak of lean and fat years, 
of years of sorrow and misfortune, we may have a bad, good, black, or fatal year, 
lucky and unlucky, happy, bright, and delightful days, we may speak of pleasant, 
unpleasant, bad, good, glorious, gloomy, bright, and gay times or we may have a 
big, awful, horrible, terrible, or excruciating time. All these are semantic feeling 
reactions the description of which is limited only by our vocabulary. 

There are other, more precise qualities by which we can evaluate time. According 
to the call it makes on us, time can be exact or indefinite. It has divisions (quantita- 
tiveness) and magnitude. It permits personification and identification. In “‘life- 
time’’ and ‘‘ my times"’ it becomes the Self, as the Great Healer it is endowed with a 
biologic and psychologic integrating function. In superstitions (the thirteenth day) 
it is elevated to a malevolent power. In being associated with tide (time and tide, 
tides in the affairs of men) or with the weather and seasons (heavy weather for bad 
times, the season's best for yuletide, ‘‘idé'’ in Hungarian meaning both time and 
weather), Time assumes cosmic qualities. The dog days take us back to the Dies 
Caniculares of the Romans and to the rising of the Dog Star (Sirius) in the Egyptian 
calendar. 

The most important cosmic quality of time is duration and continuity. This 
brings to the fore the problem of measuring time by clocks, watches, church bells, 
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pendulums, sundials, hourglasses, and the calendar. In the movies we may see 
duration that covers a short period represented by the swift turning of the hands of 
a clock; when it involves weeks and months, by the rapid falling of the leaves of the 
calendar or by a rapid succession of numerals of the year. 

Standing before a large calendar and tearing off a sheet'’ was the symbol of the 
beginning of a new life in a man's dream. Life, indeed, is the greatest duration, and 
the past is always a big part of it. We keep the past alive by memories (and neurosis), 
the future lives in our hopes and planning. If we are unable to integrate the past 
because of its painful content, we let our memory lapse—a mild form of dissociation 
from the even flow of time. If the pressure is strong, mental and somatic symptoms 
develop. If still more heroic measures are needed, amnesia is resorted to 

Amnesia is a defense and, at the same time, a healing mechanism. By inhibiting 
the faculty of recollection, it breaks up the continuity of life. A certain period or 
the total past is prevented from re-entering consciousness. Ordinarily, we dispose 
of unpleasant memories by suppression, which is a conscious effort at forgetting, or 
by repression, which is an unconscious act similar in effect to fainting and serving the 
same purpose without dramatics. In dream life, disguise, substitution, or condensa- 
tion may serve the same purpose as suppression does in waking life. (Consciousness 
and dreaming being antithetic terms, the instances in which you know that you are 
dreaming may only illustrate a dream within a dream, consciousness functioning as 
the outer dream or reality situation trying to help you escape from the torture of 


the inner dream. 
CALENDRIC DREAMS 


Lifetime as the greatest duration is broken up by the calendar into many sections. 
An anxiety covering a definite period of life may be called calendric anxiety. Bearing 
a child on term, overcarrying, and undercarrying are among the greatest sources of 
calendric anxiety. The coming or not coming of menstruation is a lesser one. The 
two may merge. Just before her menstruation would have been duc, a mother 
two months pregnant--dreamed : 

‘It seemed to be the end of the world. I was in a large building. Lots of people 
were around, Outside, the carth was heaving as if from carthquake or bombs. 
Everyone was in terror, afraid of invaders or conquerors. My son, Eric, is with me. 
I am not hurt, but I am quite despondent. Things have been hopeless for a long 
time. I am watching the street from a window. 

“A young man from next door wants to meet me. He is introduced. I find him 
attractive and feel, for a moment, that life could go on, but I am skeptical. I am not 
sure whether he is one of the invaders or not. He comes into the room with three 
children. He puts the youngest-—-a baby a few months old--on top of a bureau to 
crawl around. I fondle the child, and feel a little better, more human; the capacity 
to feel has returned. There is a silvery name tag on the baby’s wrist. Four letters. 
They stand out in black. The first may have been an M. The others are YRK or 
RYK. I repeat the name and comment on its oddness. The man says: every year or 
so I mean to change it. Every year. I understand, he will change it this year be- 
cause he will marry me. I kiss the infant and call him endearing names. Then I 
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get worried about the top of the bureau; won't he fall off? He says, no, he won't. 

‘Tam in the ocean, swimming back to shore. The tide is very strong and there is 
a storm. I have to get back right away. I had no chance for breakfast. I am given 
two pieces of American cheese. The water is icy cold. I cannot stay in it too long 
or I will have a miscarriage. The tide is rising. People in the water grow afraid. 
A raft breaks off its mooring and floats away. There are two obstetricians in the 
water, one a Republican, the other a Democrat. Mine is the Republican (which 1s 
odd because I am a Democrat)."’ 

This patient was warned by her doctor not to have intercourse around her men- 
strual date as it could produce a miscarriage. In the dream, this anxiety is reflected 
as if experienced by the unborn on the embryonic level. This presentation is con- 
firmed by the presence of her son, by the child who may be dropped, by the young 
man who is “‘introduced"’ and has three children (phallic trinity); by the four letter 
word the first of which must have been an F for the invading Father but is replaced 
by an M for the invaded Mother, by the name of Eric hidden in RYK, by the reversal 
of the name to IRK to indicate irritation; by the periodicity attached to the year 
instead of its months (menses); by the gathering menstrual or amniotic tide; by the 
two pieces (of cheese) and by the two obstetricians (referring to her two months of 
pregnancy); by the raft that breaks off the placental moorings and thus represents 
miscarriage; and by the conflict in her mind (Republican and Democrat) between 
the desire to keep the child and the fear of losing it. 

It is important to note that the interchange of feclings between mother (M) and 
child (RYK) leaves the impression that she is unable to keep herself distinct. It is 
worth investigating whether this always happens in the carly stages of pregnancy 
or whether it occurs only when the mother had been traumatized by the parents 
when she herself was an unborn babe. 


DURATION IN SEMANTICS AND IN DREAMS 


Before proceeding further with the problem of duration, let us dispose of some 
simple and less simple semantic aspects of the problem. 
During, pending, while, since, long since, in-between, and in the meantime are 


primary descriptions of duration as a certain length of time. But duration means 


more than length. It has a beginning (at first, at the start, in the beginning) and 
an end (at the last, at the last minute, in the twelfth hour, at the finish, at the end). 
It may shrink or stretch (in short, in the long run, in time, the short and long of it). 
It may be periodic and rhythmic (from time to time, time and again, on and off, at 
stated times, every time, at odd times, again and again, many times, lately, from 
day to day, year by year, at intervals). It may be definite (in a week, during the 
holidays, from the fifteenth to the twentieth, during the night, at dusk) or indefinite 
(before, earlier, prior, previously, antecedently, shortly, slowly, by degrees, by the 
time, in latter times, by and by, while it lasted, at long last, meanwhile, in a while 
after a while, ages ago, soon, of late, on the eve of, after, afterward, toward the end, 
subsequently, finally, in the past, in the future, within a time, in the quarrel, during 
all this, once upon a time, in our fathers’ time, in youth, in infancy, in retrospect). 
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As we see from the above, the semantic references to duration are clear and un- 
mistakable. Not so in dreams. Here is an instance in which duration, together 
with a confusion of orientation in time, is presented in a highly interesting manner: 

‘'T was at Colonel Day's house. Near the window there was a concrete box (about 
one yard long and a half a yard wide) in the left hand corner of which there was a 
raised platform in concrete (about five inches high), a miniature representation of 
the big box. From it was coming a ticking noise. I knew it was a time bomb. 
There was a man attending to it. I tried to find the bomb but there was no way of 
getting into the box. Moreover, the man said it was all right yet, the bomb was 
not yet there. I had the impression that the ticking came from the top of the box. 
It was like an occult phenomenon, The man was going out to lunch. He assured 
me that when he came back, he would fit the time bomb 

Right after that Easter or Christmas was approaching. Looking through the 
window from another room downstairs, I saw the mailman coming. My wife was 
reading Christmas cards. One of them was from my mother, two lines underscored 
heavily. She described how the time flies and she said she was getting forgetful of 


dates. The other day she got confused; was it my bulldog that attacked the two 


dogs of my sister Ruth or was it her two dogs that attacked mine? She knew this 
was stupid because | would know that when Ruth had her two dogs or dog I did not 
have my bulldog or dogs. It was an anachronism. She got things out of date." 
The dream abounds with temporal references. There is Colonel Day, lunch for 
midday, the time bomb, the ticking noise, Easter and Christmas, time flying, dates 
forgotten, anachronism, and things out of date. 
In trying to find out the meaning of the dream, my first question was: who is 


Colonel Day? 

“A man with a crippled back. My little boy called him ‘Turnal Day.’ So I 
called him Eternal Day.” 

A day is a short time. Eternal Day is endless duration. With attention directed 
at the dreamer’s little boy, it apparently stands for the deathless survival of infantile 
memories of pain 

What about the concrete box?—I asked. 

“It brings to my mind the Great Pyramid of Giza. In the Queen's Chamber. . . 
I mean the King’s Chamber there is a sarcophagus. If you sing into it at a certain 
point, the whole chamber will ring with the note as the sarcophagus is acoustically 
linked with the chamber. I suppose the concrete box stands for the King's Chamber 
and the little one for the sarcophagus." 

The day before the patient had complained that he reacted to coffee with diarrhea. 
Now he wondered if he had associated coffee with coffin. The little sarcophagus 
was a coffin. So I queried; what was the frightful trouble (foreshadowed, as he 
seemed to think, by diarrhea) that he was trying to present? 

‘Supposing the sarcophagus is my sister? The tomb in my dream is not a tomb, 
it is a time bomb, it will blow up later. Her birth was a blow to me.”’ 

The patient's mother was 29 years old (about halfway through life) when Ruth 
was born. The lunch may represent her age. He himself was 5 years old when his 
sister came. The little sarcophagus was raised about five inches high. The slip 
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of speaking of the Queen's Chamber instead of the King’s suggests that the concrete 
box was the maternal body. 

The confusion between Christmas and Easter and between the dog or dogs is 
particularly interesting. He seems to be interchanging himself with his sister. If 
both Christmas and Easter refer to birth, he is Christmas and his sister is Easter 
(the difference in time being four months, the approximate difference in years be- 
tween them). Or Christmas may stand for his own birth and Easter for the resur- 
rection of his trauma of birth by his sister's arrival. That would explain the hostility 
he used to feel for her. She would have become an ideal projection symbol for his 
own birth hatred against his mother. But why should his sister's birth be repre- 
sented by a time bomb? 

‘TI could imagine that somebody told me: mummy has a little clock inside."’ 

Through the fetal heartbeats the clock is personified and identified with the 
unborn child. 

The words *‘ how the time flies’’ clearly speak of duration, and the confusion of 
dates and dogs in the mother's letter describes the patient's own mental condition 
and his quandary: who was born, myself or sister Ruth? Which sarcophagus and 
whose? It is the mother who is invested with the confusion because she was the 


cause of it. 

‘*My sister is Taurus. She is the bull."’ 

But it was he who owned the bulldog, not sister. Yet, he says that sister is the 
bull and he is the dog. Which is biting which? 

That duration, in our dream life, means growth and biologic time (continuity) 
appears clearly in clinical experiences. Here is a fragment from the dream of a 


woman: 

‘Television show in a girls’ dormitory. A blonde woman in the back talks and 
talks. As time wore on I noticed that her hair was growing out and that the roots 
now were half an inch higher, showing very dark hair."’ 

Continuity of affects might be indicated by many ways. Condensation is one. 
The house in which we live may merge into the picture of a house in the past. A 
man we talk to may change into a different person from an carlier age. A night- 
mare of rape may be fused with a sexual threat in distant years. 

As a symbol, duration may indicate progress. For instance: 

‘I dreamed that Flo and I just left a show and we stopped the car to take gas 
(Tydol). Then we made a second stop at another station, again for gas." 

The patient's immediate association was: ‘‘I discussed last night with Flo how 
quickly the gas ran out. We bought gas the day before. Now we had to put in 
some again. We have done quite a bit of traveling.’ 

In the dream, he makes a second purchase right after the first. The meaning is 
clear; HE COVERED QUITE A BIT OF ROAD— in his analytic progress. No doubt 
as to this meaning was left by his aggressive behavior in the rest of the dream. 
He was a very meek man. In the dream he showed a strength of character that was 
never apparent in his earlier history. Flo was Florence, his fiancée. In view of the 
fact that he took care to refer to Tydol specifically, it is possible that Flo and Tydol 
are also references to the flow of time (tide). 
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TEMPORAL NEUROSIS 


Recurrent depressions at certain times of the year may fall under the heading of 
temporal neurosis. The beginning of September is so often invested with unease 
that September neurosis should be an appropriate description of a widespread afflic- 
tion. Few people realize that the depressive feelings originate from the school levels 
of their mind. Vacation is over and the educational discipline, with all that it 
entails, is about to begin; hence the gloom. 

Days of the week may be chosen for similar focal points of neurosis. Some people 
are depressed on Sundays because Monday is impending and a week of work is about 
to begin again. Because this is also fairly widespread, it deserves the name of Sunday 


or Monday neurosis. 


Here is a story about Thursday: 
“T always get an attack of hay fever in the movie at Dyckman Street,’ a male 
patient states. “Thursday, during the picture, I started sneezing violently, five or 


six times in succession," 

At this point I did not know which was more important: Dyckman Street or 
Thursday. Asking for associations with the first, he said: 

‘Dick (thick) man? My father was a thick man. The Dyckman Street movie is a 
Loew's Theater. I always used to read that LUES."’ 

This led to painful memories of a syphilitic infection. During treatment, he was 
advised to take iodine, but he could not because he got hay fever attacks from it. 
However, the syphilitic infection occurred at the age of 22. His hay fever attacks 
began at 16. He remembered having asked a girl to go swimming with him. She 
answered: I cannot go, I have my monthly illness. He replied: And I have my 
weekly illness. It always came on Thursdays. It started at 10:30 in the morning 
and it lasted until 6 p.m. 

Being asked for associations with Thursday, he delved into linguistic oddities of 
his native tongue, Hungarian. Thursday in Hungarian is csitérték. The word 
denotes failure in this context: csiitérték6t mond (saying Thursday). This meant 
to him sexual failure, impotency. 

‘*My first sexual failure occurred on a Thursday when I was 17. It was also on a 
Thursday that I had been frightened of having gonorrhea."’ 

Eventually, the analysis of the story he had seen on the screen in the Dyckman 
Street movie revealed an identification with father in the therapeutic sense. Syphilis, 
gonorrhea, and impotency had at their root aggressive fantasies against his father 
at an earlier age. Thursday, in one word, meant CASTRATION to him. 

Saturday lends itself for neurosis because of its religious associations. A woman 
who had an Orthodox Jewish upbringing confessed to two abortions and stated 
that she started bleeding on both occasions on a Saturday. 

“Tf I do not observe Saturday religiously, I feel badly. I don't cook on Saturdays 
except coffee, and though I go to work I do not smoke, wash, or prepare food. I 
have more fears on Saturdays than on any other day. My cousin, who had urged 
me to shear off my hair when I got married, told my husband; your wife is punished 
on Saturdays because she does not observe the Shabbath. My mother used to tell 
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me that if Ido not stay religious, she will feel humiliated and will suffer for it in the 
Beyond. She also said that if I will wear my own hair after I get married she will 
come back from the dead and will strangle me."’ 

The influence of this terrible threat manifested itself in suffocation attacks when- 
ever she was low in health. In the subway she had to keep her mouth open and take 
a deep breath to get rid of panic. Getting out of her house she used to get palpita- 
tions and a feeling of dizziness. Claustrophobic or agoraphobic, the symptom was 
closely tied to religious emotions. She was supposed to sing at commencement in 
school. The chief rabbi pronounced it as a crime against religion, and her mother 
sent an excuse that she was ill. There was a superstition rampant in her family: 
one must not pour out water or take out the rubbish on Saturday; whoever did it 
would be obsessed by a dibbuk. After mother died, she returned to her own apart- 
ment and got panicky, feeling that mother was there as a ghost. At night, she 
used to wake up with blue spots on her hands and legs as if she had been pinched. 
Mother used to say that the dead pinch the living if they are bad. 

Guilt, mother, religion, and dibbuk were the components that made up this 
woman's complex about Saturdays. The case illustrates the thinness of the line 
that may separate temporal neurosis from temporal psychosis: the disorientation in 
time of schizophrenics or the ‘‘detemporalization’’ (Mecrloo) that occurs in the 
Korsakoff syndrome, in frontal lobe disturbances, in serious forms of senile dementia, 
and in many cases of encephalitis lethargica. The total absence of notion of day 


and night or morning and evening is an opposite phenomenon to the varicty of 
precise or approximate settings of dates in dreams by the dream mind. 


SUMMARY 


An attempt is made in this study to correlate semantic concepts of time, through 
personification, objectification, and geometrization, with psychologic reactions in 
waking and in dream life. The struggle for overcoming time or succumbing to it, 
dynamic concepts and subjective evaluation of time, together with calendric dreams, 
problems of duration, and varieties of temporal neuroses are discussed with appro- 
priate illustrations from clinical experience. 
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GENERAL PRACTICE CLINICS 


This section of General Practice Clinics features reports on papers 


delivered at current medical meetings in the United States and abroad. 


The Cancer Problem 


Presented by 1. s. RaAvpDIN, M.D., (Harrison Department of Research, 
Schools of Medicine, University of Pennsylvania, Philadelphia) before 
the American College of Surgeons, Jacksonville, Florida, January 16-18, 
1956. 


The most important advance in the diagnosis of cancer in its early stage is the 
microscopic examination of a smear containing cells in body fluids, known as the 
Papanicolaou test. This test is most effective in the early diagnosis of cancer of the 
uterine cervix. In 70,000 women volunteers tested with the Papanicolaou test, 88 
per cent of the cancers that were detected were unsuspected prior to examination. 
Another variation of this test now under study is performed on malignant cells in 
sputum to aid in the diagnosis of lung cancer. Only one of four lung cancers is 
diagnosed at present while it is localized to the point of origin, and this test may 
be valuable. Only about one fifth of the gastric cancer cases are discovered at an 
early stage by present methods. One diagnostic technique being tested consists of 
washing the patient's stomach with an enzyme that dissolves the mucus of the 
stomach lining, releasing cancer cells trapped by the mucus, and these can then be 
identified by the Papanicolaou test. A clinical screening test is the method of tube- 
less gastric analysis, identifying persons with low or no hydrochloric acid. At the 
author's hospital, 53.9 per cent of patients with gastric cancer who have been oper- 
ated on and who have no lymph nodes involved are living and well five years after 
operation. The present answer to the problem of treatment of gastric cancer is carly 
diagnosis and early operation. An electronic device is now being tested that would 
automatically detect cancer cells on microscopic slides and enable the Papanicolaou 
technique to be more rapid and efficient in screening. None of the present serologic 
tests for cancer are successful at present. 

Twenty-five per cent of all cancers are diagnosed while the disease is sufficiently 
localized to permit cure by surgery and radiation. Patients with widespread disease 
can be cured only if chemical or physical agents are developed that can collectively 
seck out and destroy cancer cells anywhere in the body. More than 20,000 chemical 
compounds have been tested. About 400 compounds have been found to merit more 
intensive investigation. Of these, 19 therapeutic agents have been developed that 
are useful in temporarily alleviating symptoms and prolonging life in patients with 
leukemia, Hodgkin's disease, and certain other forms of cancer. 

In diagnosing and locating brain tumors, a new technique has been devised that 
uses sound waves to obtain pictures of the contents of the skull. Radioisotopes 
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have been devised for diagnosing and localizing brain tumors. Methods employed 
involve the use of cither radioactive diiodofluorescein, radioactive iodinated human 
serum albumin, or radioactive potassium. A diagnostic roentgen-ray machine, 
powerful enough to reveal deep-seated chest tumors, is now being evaluated by 
Tuddenham and Pendergrass in our hospital. An ultra high frequency sound device 
may prove a valuable aid in diagnosing soft tissue lesions, such as brain tumors. 
The sound beam penetrates the tissues and produces an echo at each change in tissue 
density. These echos are then visualized on a cathode-ray tube. The author feels 
that self-examination by women for breast tumors is an important aid in early diag- 
nosis. This practice could increase the curability rate from 20 per cent to as high as 
75 per cent because of earlier diagnosis. 

At the present time, carly diagnosis and carly therapy is the only means of pro- 
longing survival in patients with malignant disease. Cancers grow differently. 
There is marked biologic variance in tumors of the same organ, even those that are 
histologically similar. Eventually the answer to widespread malignant disease 
originating in many organs will lie in the field of chemotherapy. More widespread 
disease will have to be treated by chemical and physical agents that can selectively 
seck out and destroy cancer cells anywhere in the body. Of the many compounds 
tested to date at the Sloan-Kettering Institute, 10 have induced permanent cure of 
mouse and rat cancers, excluding leukemia. These agents, unfortunately, have not 
been so useful in man. The author cites statistics on leukemia and how the various 
drugs, such as 6-mercaptopurine, the folic acid antagonists, cortisone, and ACTH, 
have increased the prognosis. Nitrogen mustard, triethylenemelamine, and tricth- 
ylenephosphoramide temporarily alleviate symptoms in chronic leukemias and 
lymphomas and in certain instances of metastatic ovarian and breast carcinoma. 
Cortisone also helps in anemias associated with these diseases. Myleran, a new 
drug developed in England, will temporarily control a major form of chronic leu- 
kemia. The sex hormones have proved useful in the treatment of breast and prostatic 
cancer. Cortisone has been found to restrain temporarily the growth of breast 
cancer in patients who have become resistant to all other treatment. Lung cancer 
symptoms may be temporarily alleviated by the use of nitrogen mustard or tricth- 
ylenemelamine in conjunction with roentgen-ray treatment, and triethylenemelamine 
is also useful in about 35 per cent of patients with far advanced cancer of the ovary. 

Advances in surgery against cancer have been made possible by progress in other 
allied fields, such as improved management of infection, hemorrhage, shock, anemia, 
faulty nutrition, metabolic disorders, preoperative care, and postoperative care. 
The removal of the adrenal glands, or of the pituitary, in patients with far advanced 
breast cancer has resulted in a substantial improvement in approximately 50 per 
cent of these patients. Complete removal of the adrenals is now a common surgical 
procedure, This carries a remarkably low risk and is of real value in the treatment 
of certain otherwise resistant widespread cancers of the breast and prostate. Major 
cancer surgery requiring the removal of arterial sections is now possible. In the case 
of tumors of the internal carotid artery, replacement of the removed section can be 
made with an arterial or venous graft. Old age is no contraindication to major 
cancer surgery. The mortality rate from such an operation is not appreciably differ- 
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ent from that for younger patients with the same disease. It has been possible to 
remove 80 per cent of the liver containing metastatic cancer without impairing the 
vital function of that organ, which we know has such an irresistible urge to re- 
generate. After removal of the stomach for cancer, dumping syndrome occasionally 
occurs, but the cause for this is now better understood, and it can be more adequately 


treated. 


Bacteremia Accompanied by Shock 


Presented by reGINALD H. Fitz, M.p., (University of Colorado Depart- 
ment of Medicine, Denver) before the University of Colorado School of 
Medicine Postgraduate Course, General Practice Review, Denver, Janu- 
ary 16-21, 1956. 


Recently attention has been redirected to a syndrome of peripheral vascular col- 
lapse and a shocklike state accompanying bacteremia with gram-negative bacilli. 
The organism is most often a gram-negative enteric bacillus, although other gram- 
negative bacilli and some of the gram-positive organisms are occasional offenders. 
The bacteremia frequently follows trauma to the lower genitourinary tract (cystos- 
copy, catheterization, etc.) or to the bowel (sigmoidoscopy, operation, etc.). How- 
ever, bacteria may enter the blood stream during blood transfusion, following 
hemorrhagic trauma, or for no specific reason in markedly debilitated patients 

A major clinical feature is a marked decrease in blood pressure frequently accom- 
panied or preceded by a rise in temperature with or without a chill. Inasmuch as 
the syndrome is most often seen in elderly patients, its carly recognition and ag- 
gressive treatment with supportive measures and antibiotics are imperative, for the 
outcome is otherwise often fatal. 

The exact mechanism underlying the peripheral vascular collapse is not clear. 
The primary factor is not diminished blood volume. Pressor amines are often not 
effective although in some instances they are, occasionally only when combined 
with adrenal cortical steroids. There is, however, no evidence for adrenal failure. 
A specific bacterial endotoxin causing central or peripheral vasomotor suppression 


has been suggested. 


Psychiatric Program at The Children’s Memorial Hospital 


Presented by Henry rinEBERG, M.D., before the Chicago Pediatric So- 
ciety, The Children’s Memorial Hospital, Chicago, January 17, 1956. 


The psychiatric program at Children’s Memorial Hospital includes direct therapy 
by a conventional clinical program and an educational program designed to educate 
social workers, doctors, and nurses who come in contact with the children. The 
research program is designed to find new ways to get to the child and to integrate 
the program with the other services in the hospital. Rounds are made with the 
medical staff in the hospital, and consultative services are also extended to private 
bed cases, when requested, with a moderate fee being paid to the hospital. 

On the staff are one psychiatrist, two psychologists, two social workers, one 
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group worker, and clerical personnel. Any child who comes in as an outpatient is 
examined for emotional problems. Each resident has one month in child guidance 
for cach year of residency. He has no patients to treat, but studies intake histories, 
analyzes his material, and sits in on staff procedures. There is a training program 
for medical social staff workers, with one hour a week to present their own cases. 
One hour a week is devoted to graduate nurses for discussing the emotional problems 


of children in the wards. 


Recent Developments in Arthritis 


Presented by cHaruey J. sMyTH, M.D., (University of Colorado Medical 
Center, Denver) before the University of Colorado School of Medicine 
Postgraduate Course, General Practice Review, Denver, January 16-21, 


1956. 


Progress in the field of rheumatic diseases has been particularly fast since cortisone 
was introduced six years ago. A new serologic diagnostic test has been developed 
that is a modification of the Rose-Heller test. Patients with rheumatoid arthritis 
have an abnormal protein-carbohydrate substance in the serum that has the ability 
to agglutinate sensitized sheep red blood cells. Experience with more than $00 
patients indicates a high degree of specificity, approximately 85 per cent. It has 
great promise in diagnosis but also offers a direct lead into the pathogenesis of these 


diseases. Studies at Colorado General Hospital have shown that the material 


responsible for the test is a polysaccharide protein complex contained in fraction 3 


of the serum. 
The original enthusiasm for steroid therapy in the connective tissue diseases has 


now, with five years’ experience, decreased. Hormones do not stop the pathologic 
processes. In carefully selected patients, hormone therapy keeps many people gain- 
fully employed and has a definite place in therapy. Intra-articular hormone therapy 
has a definite place in the management of single, large joints. The new long-acting 
tertiary butyl-acetate, hydrocortisone (TBA), is a distinct advance over hydrocorti- 
sone acetate, and the results of a single 25 mg. dose last from three to four weeks. 
The method of therapy is to induce local analgesia in an acutely inflammatory non- 
septic joint. 

The complications of steroid therapy are still major obstacles to their use. Soft 
tissue swelling of the face and trunk, peptic ulcerations of the gastrointestinal tract, 
and hemorrhages constitute serious obstacles. Also, the adrenal suppression resulting 
from long-term therapy renders these patients dangerously susceptible to any major 
stress, such as severe infections, trauma, or emergency surgical procedures. The 
use of steroid therapy in rheumatic fever is still controversial, and the consensus 
seems to be that it should be used only when other less drastic therapy is unsuccesful 
or when there are specific indications for it. 

Phenylbutazone, a synthetic pyrazol derivative, has proved to be highly effective 
in gout, rheumatoid spondylitis, and selected cases of fibrositis. Results in rheuma- 
toid arthritis are not reliable. Considering the widespread use of this drug, serious 
toxic reactions have been minimal. As with most effective therapeutic agents, this 
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one carries certain risks, but the author believes its use, with precautions, is justi- 
fiable in selected cases. Results in 60 acute attacks in 45 gouty patients treated with 
phenylbutazone are comparable to those after use of colchicine, and avoid the gastro- 
intestinal symptoms. Good results have been achieved, with no ill effects to date, 
using a single dose of 400 to 600 mg. A new alkaloid related to colchicine, des- 
acetylmethyl colchicine (demecolcine), does not cause gastrointestinal toxic symp- 
toms. In chronic gout, Benemid is the drug of choice and is indicated in every 
patient. The place of phenylbutazone in chronic gout requires additional study. 
Restriction of purine-rich foods is still recommended, but the gouty individual can 
synthesize uric acid from the simplest chemical constituents of normal food. 


Salicylate Therapy of Recurrent Urinary Caleuli 


Presented by epwIn L. priEN, M.D., (Boston University School of Medi- 
cine) before the Section on Urology, New York Academy of Medicine, 
January 18, 1956. 


Recurrent urinary calculi are frequent. With a single calcium oxalate stone, the 
incidence of recurrence is 15 to 20 per cent. With a staghorn type calculus, the 
recurrence incidence is considerably above 50 per cent. The etiology of most urinary 
calculi is really unknown. Hyperparathyroidism accounts for less than 5 per cent 
of all urinary calculi. 

Prevention of recurrence of calculi is probably the approach that will offer the 
best results. Once the stone has formed, the problem of its dissolution is a very 
difficult one. The three types of salts that form renal stones are calcium oxalate, 
calcium phosphate, and magnesium ammonium phosphate. One method to prevent 
this formation is to decrease the concentration of ions and chemicals in the urine 
that tend to cause deposition in the urinary tract. This may be done cither by 
lowering the amount absorbed from the intestine or by increasing the solubility of 
the ion or radicle so that it will not precipitate out in the urinary tract. 

Glucuronic acid is a normal urinary excretion product, present in small amounts. 
The amount in the urine may be doubled or tripled by administering a drug that 
requires conjugation with glucuronic acid for excretion. Presumably the glucuronic 
acid is biosynthesized by the liver. A host of drugs, among them acetylsalicylic 
acid and salicylamide, stimulate the biosynthesis of glucuronic acid. 

It is assumed that the compound that increases the solubility of calcium salts in 
the urine is salicyl-glucuronide. This increase in solubility is not due to change in 
pH of the urine. A synthetic salicyl-glucuronide, not known to be identical to the 
hypothetical compound in the urine, increased the solubility of calcium phosphate 
16 per cent in aqueous solution. A crude extract, presumably containing salicy]- 
glucuronide, recovered from the urine of patients with a high titer of glucuronide 
increased the solubility of calcium phosphate from 30 to 39 per cent. There is no 
evidence that these preparations are identical to those found in the urine, but they 
are presumed to be. 

A series of 19 patients with histories of severe or moderately severe recurrent 
calcium-containing calculi have been treated and observed for periods from 20 to 
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26 months. Sixteen of these patients had urine infected with organisms that were 
resistant to most antibiotics. They all received 2 Gm. of acetylsalicylic acid, were 
placed on a mild low calcium diet, and were requested to force fluids. Careful studies 
of the urine before and during treatment were made, including calcium determina- 
tion and glucuronide determinations. At the end of each six month period, roent- 
genograms were made of all patients to determine if new calculi had formed or if 
calculi existing at the beginning of treatment had enlarged. As of this date, after 
from 20 to 26 months’ treatment, there was no recurrence of calculi or growth in 
size or increase in density of existing calculi. 

This treatment may also be useful in patients who have inlying urethral catheters 
and are immobilized in bed. Many such patients develop an alkaline cystitis with 
encrustation of their catheters by phosphate salts, sometimes producing obstruction 
in one or two weeks. On the above-mentioned dosage, 8 of 9 patients showed some 
decrease in the encrustation of their catheters on acetylsalicylic acid. We have 
hesitated to give doses larger than 2 Gm. a day to patients with renal insufficiency. 

There is no evidence that there is any lack of glucuronide in the urines of patients 


who are stone-formers. We have simply stimulated the excretion of glucuronide 


because it increases the solubility of calcium phosphate in the urine by a mechanism 
not clearly understood but which is under further investigation. For about a year 
now we have been using salicylamide instead of acetylsalicylic acid because the 
urinary glucuronide response is much better to the former drug than to the latter. 


Upper Gastrointestinal Hemorrhage 


Presented by DR. KARL A. MEYER AND DR. HYMAN YOUNG (Cook County 
Hospita!) before the American College of Surgeons, Metropolitan Chi- 
cago Chapter, January 19, 1956. 


The authors analyzed 305 cases of massive upper gastrointestinal hemorrhage at 
the Cook County Hospital. The following were etiologic factors: duodenal ulcer, 
68 per cent; gastric ulcer, § per cent; esophageal varices, 7 per cent; gastric carcinoma, 
5 per cent; gastritis, 2 per cent. Other miscellaneous factors included diaphrag- 
matic hernia, benign tumors, and blood dyscrasias. Acute massive hemorrhage was 
defined as a shocklike state associated with a red blood cell count less than 2,500,000 
cells/cu. mm. or a hematocrit less than 20 mg./100 ml. or hemoglobin less than 7.5 
Gm. Esophageal varices had the highest associated mortality rate, followed in 
order by gastric ulcer, duodenal ulcer, and ruptured aortic ancurysm. Esophageal 
varices are most difficult to differentiate from bleeding ulcer. The authors stress 
the importance of a thymol turbidity and Bromsulphalein test in the differential 
work-up. Shock itself may produce an elevated Bromsulphalein. In duodenal ulcer, 
18 per cent had hemorrhage as the first indication of ulceration. Ulcer pain is often 
decreased following a bleeding episode. The reason for this is not definitely known, 
but the authors attribute it to the local effect of the blood on the ulcer bed. Massive 
bleeding is most common from an ulcer located on the lesser curvature due to the 
more frequent erosion of the larger right gastric vessels in this area. 

Melena is not always associated with massive bleeding, since bright red bleeding 
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from the rectum may be present because of intestinal hypermotility. The blood 
urea nitrogen is often elevated 8 to 10 hours following a massive upper gastrointes- 
tinal hemorrhage. This elevated blood urea nitrogen remains for 24 to 26 hours 
after a single episode. This fact may be of help in following bleeding and its cessa- 
tion. The authors point out that the mortality rate is directly correlated with the 
patient's age, being 4.3 per cent for patients less than 40 years of age and rising to 
12.6 per cent in patients more than 40. The mortality is higher when the ulcer is 
gastric in location as compared with duodenal because of the greater frequency of 
large vessel erosion. An important fact to remember is that hematemesis may not 
be present if there is a pyloric obstruction in association with a duodenal ulcer that 


is bleeding. 


Roentgenologic Factors in Duodenal Ulcer 


Presented by WARREN FUREY AND JouN unricn (Little Company of Mary 
Hospital) before the American College of Surgeons, Metropolitan Chi- 
cago Chapter, January 19, 1956. 


The authors stressed the importance of the use of an exacting technique of spot 
films and a thin barium mixture in the examination of the upper gastrointestinal tract. 
The posterior lesser curvature area is a much more common site for duodenal ulcer 
than is realized. Today an ulcer crater should be demonstrable in more than 90 
per cent of those cases with an active ulcer. The importance of oblique angle films 
in visualizing craters was stressed. The difficulty of visualizing the ulcer crater 
after active bleeding is a definite reality, which can be surmounted by the proper 


technique. In cases with pyloric obstruction, 72 hours of decompression often 
allows ulcer crater visualization. An anterior wall small ulcer is the most difficult 
to visualize because of its usual small size. 


Use of Antihypertensive Drugs for Toxemia of Pregnancy 


Presented by witpur Fr. MANLY, M.D., (Assistant Clinical Professor of 
Obstetrics and Gynecology) before the University of Colorado School 
of Medicine Postgraduate Course, General Practice Review, Denver, 
January 20, 1956. 


About 6 per cent of all pregnant women show some kind of hypertension, and 
about 25 per cent of all maternal deaths in the United States per year are attributed 
to it. Predisposing factors are various, such as the short stocky build, hydramnios, 
hydatid mole, history of miscarriages, stress, and electrolyte-water imbalance. 

Although the etiology of acute toxemia is unknown, the theory in vogue is that 
it is due to uterine ischemia resulting in faulty uterine circulation, placental degen- 
eration, the liberation of vasopressor substance, angiospasm, and hypertension. 
Anoxia produces some sort of toxic degeneration of the placenta. 

The action of all the drugs used, such as Apresoline, Veratrum, Rauwolfia, hex- 
amethonium, Regitine, and Priscoline, is to lower the mean blood pressure. Renal 
blood pressure also is lowered by all except Apresoline, and its value lies in the fact 


INTERNATIONAL RECORD OF MEDICINE & G. P. CLINICS august 1956 | 545 





that it lowers mean arterial pressure and peripheral resistance and increases pulse 
and cardiac output. In hospitalized pre-eclamptic patients, the dosage of Apresoline 
is 20 to 30 mg., intramuscularly or intravenously. Some tolerance and some side 
effects may develop, in which case dosage can be 5 to 10 mg. intramuscularly or 
intravenously. Rauwolfia produces a blood pressure fall after an initial lag. 

Veratrum is available in various preparations and dosages. Apresoline and Raw- 
wolfia or Apresoline and Veratrum may be combined, thus climinating side effects. 
Combinations of Rauwolfia and Veratrum show promise. 

The author's program consists of an initial dose of 20 mg. of Apresoline and 5 mg. 
of Rauwolfia intramuscularly and a slow, 5 per cent glucose in water infusion. If 
further medication is needed, it should be added to the intravenous infusion to 
provide approximately 20 mg. every four hours. Additional Rauwolfia is usually 
not needed for 24 to 36 hours. 

In some instances pre-eclampsia is a relatively acute and short disease, and symp- 
toms can be controlled, especially if those symptoms appear in the first part of the 
third trimester. 


Pathogenesis of Atherosclerosis 


Presented by w. c. nugpER, M.p., (National Cancer Institute, National 
Institute of Health, Public Health Service) before the New York Heart 
Association, January 24, 1956. (To be published in the American Journal 
of Clinical Pathology.) 


Of the various types of arteriosclerosis, atherosclerosis is the most frequent and 
one of the most important causes of morbidity and degenerative vascular disease. 
Studies indicate that it is essentially not an aging process or disease entity but rather 
an arterial reaction to a number of diverse conditions or metabolic abnormalities. 
The general common denominator of all these disorders is the production of tran- 
sitory or persistent derangements of the colloidal plasmatic equilibrium. Without 
plasmatic deviations resulting in an instability of certain colloidal macromolecules 
of a lipoidal or carbohydrate nature, atherosclerosis does not develop. Athero- 
sclerosis is thus an anatomic symptom associated with various diseases and is not 
specific for any special disease. 

Various epidemiologic factors, such as age, race, sex, diet, occupation, and income, 
play a role. Various diseases, such as essential xanthomatosis, nephrosis, diabetes 
mellitus, and hypothyroidism, have a positive correlation with atherosclerosis, and 
they all have in common increased cholesterol. Habitual abnormally high caloric 
intake may be related to transitory postprandial lipoidal plasmatic abnormalities. 
The atherogenic tendency seems to exist only in the presence of disparity between 
the relative amounts of cholesterol and dispersing and stabilizing agents. Liability 
is not increased with increase of cholesterol if there is concomitant elevation of 
stabilizing phosphatides and fatty acids. It appears that liver function, estrogen, 
and supply and utilization of vitamins, especially the B complex ones, such as choline 
and pyridoxine, are involved in the control of the colloidal plasmatic stabilizers and 
dispersing agents. There is importance not only in lipoid plasmatic aberrations, 
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but also in derangements of carbohydrate polymers cither formed by the organism 
or introduced experimentally or therapeutically (nonphysiologic plasma expanders, 
such as polyvinyl alcohol, methyl! cellulose, pectin). An endogenous form of this 
is seen in mucopolysaccharidosis in gargoylism. 

The following are various theories of atherosclerosis pathogenesis. One is that of 
senescence, i.c., aging of colloids, wear and tear, circulatory trauma. Another 
theory concerns fatty degeneration of clotted blood in mural thrombi and subintimal 
hemorrhage. Occasional atheroma may be formed by such a mechanism, but patho- 
logic observation shows that the bulk do not thus occur. The intimal plasma 
cholesterol theory maintains that fatty plasma clements enter the arterial wall 
under the force of normal or increased vascular pressure. Bifurcations and curves 
are under pressure, and these are the areas usually involved with atheroma. How- 
ever, this does not take into account prior mentioned epidemiologic factors, such as 
population, age, and sex. Also, some types of hyperlipemia do not have increased 
atherosclerosis. A fourth theory is the reticuloendothelial lipophage theory. 
Leary's theory is not supported by recent radioactive-labeled experiments of Simonton 
and of Gofman. 

The colloidal macromolecular theory states that it is not the quantity of cholesterol 
but the physiochemical status that matters. It is the size of macromolecular com- 
plexes and stability when dispersed in plasma. The formation of colloidally unstable 
cholesterol complexes of low density seems to be a factor of significance in the 
pathogenesis of atheroma. Because of low specific gravity, particles migrate to the 
marginal portion of blood vessels and have close contact with intima. Eddy 
currents in these areas may further lipoidal colloidal instability. The precipitated 
particles may develop a reactive body giant cell granuloma. If small, they may be 
phagocytized by endothelial and connective tissue cells, giving rise to focal endo- 
thelial proliferations. These focal endothelial proliferations are the initial steps in 
atheroma formation. Secondary changes then occur with the breakdown of these 
cells (foam cells) or mononuclear cells with the release of lipoidal material from 
these cells and formation of cholesterol crystals, then hyalinization and calcification. 
Nutritive changes occur with further calcification and fibrosis. 

Concerning the mucopolysaccharide theory, Moon and Rinehart recently stated 
that earliest atheroma lesions were those of subintimal accumulations of mucopoly- 
saccharides followed by secondary lipoidal changes. Hueper does not agree, stating 
that dogs often have mucopolysaccharide deposition in the aorta but very rarely have 
atherosclerosis unless there is some other metabolic defect present. However, in 
gargoylism, atheromatosis occurs, and there is mucopolysaccharidosis and deposition 
of carbohydratic material in foam cells of the aortic intima. The same results can 
be obtained with injection of colloidal solutions of water-soluble macromolecules, 
such as polyvinyl alcohol, methyl cellulose, and pectin. These carbohydratic 
atheromatoses imitate all other atheromatous lesions. The atheromatous deposits 
elicited by these carbohydratic macromolecular materials are practically free of 
lipoids unless excessive amounts of cholesterol are orally administered. This has 
great practical importance, as some substances that are physiochemically similar are 
being used now as plasma expanders (dextran, polyviny! pyrrolidine). 
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Atheromas are usually spotty in distribution; hemodynamically, they appear at 
points where uniform blood flow is disturbed, such as bifurcations, syphilitic scar- 
ring, and rebound points of the ascending aorta, producing a decrease of the colloidal 
plasmatic equilibrium. 


Surgical Indications in Duodenal Ulcer 


Presented by DR. KARL A. MEYER AND DR. NORMAN YOUNG (Cook County 
Hospital) before the American College of Surgeons, Metropolitan Chi- 
cago Chapter, January 19, 1956. 


Acute free perforation is a surgical indication in duodenal ulcer. This occurs in 
2 to 3 per cent of all cases. The treatment of choice is that of closure with a free 
omental graft and irrigation of all the dependent gutters and subdiaphragmatic 
spaces. The mortality rate with this form of treatment is 2.1 per cent. Of the 
cases that perforate, 30 per cent will need further surgery, 30 per cent will require 
follow-up medical treatment, and 30 per cent will have no further ulcer symptoms 
or complications. Of 237 cases of free perforation followed postoperatively, 86, or 
36 per cent, needed further surgery for intractable pain; 34, or 14 per cent, required 
surgery for severe bleeding; and 17, or 7 per cent, had further surgery for a second 
perforation. 

Another indication for surgery is obstruction at the pylorus. Seventy-five per 
cent of the cases with pyloric obstruction secondary to duodenal ulcer will open up 
with conservative therapy consisting of Levin suction and fluid replacement. With 
intractable pain, surgery is also indicated. This is very difficult to evaluate because 


of underlying personality disturbances. Surgery is also undertaken in uncontrollable 
bleeding, in patients in the older age groups, and in cases that have had several 
previous bleeding episodes of severe degree. The authors feel that surgery is indi- 
cated in patients more than $0 years of age who have bled more than 48 hours. 


Vagotomy and Gastroenterostomy or Pyloroplasty 
in Duodenal Ulcer 


Presented by sHirt 0. EVANS, JR., M.D., AND LESTER R. DRAGSTEDT, M.D., 
pu.D., (Billings Hospital, The University of Chicago) before the Amer- 
ican College of Surgeons, Metropolitan Chicago Chapter, January 19, 
1956. 


Vagotomy and gastroenterostomy continue to be successfully employed as the 
preferred surgical treatment for duodenal ulcer. Pyloroplasty may be substituted 
for gastroenterostomy when there is no significant scarring of the anterior aspect 
of the pylorus and duodenum. A gastrostomy, utilizing a Foley catheter, is em- 
ployed for postoperative decompression. 

The basic pathology in duodenal ulcer disease is a high nervous phase of gastric 
secretion. The fasting 12-hour night secretion test allows one to investigate this 
phase of secretion. The volume of secretion, expressed in liters, multiplied by the 
free acid, expressed in clinical units, will give the quantity in milliequivalents of 
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hydrochloric acid that has been secreted during the test. The mean normal secretion 
of hydrochloric acid is 15 to 20 mEq. The duodenal ulcer patient will secrete from 
40 to 100 mEq. and occasionally more than 300 mEq. of hydrochloric acid. Vagot- 
omy is performed transabdominally. However, the vagi are actually divided 
supradiaphragmatically by entering the inferior mediastinum through a small in- 
cision in the diaphragm anterior to the hiatus. When gastroenterostomy is done, 
it is placed on the posterior surface of the antrum, constructing a stoma that is 
approximately 3 cm. in diameter when completed. The major principle in the post- 
operative care of the vagotomy patient is to avoid overloading of the stomach. 
Theretore, each patient has continuous gastric suction for the first four postoperative 
days. Gradually increased hourly feedings of clear liquids are given during the 
next four days. A regular diet in six feedings is attained in 10 to 12 days and is 
followed for approximately two additional weeks 

In an analysis of 581 patients treated by vagotomy and gastroenterostomy from 
1943 to 1953, 90.3 per cent are judged to have good results 


Management of the Painful Back 


Presented by ratpu L. GorrELL (Clarion, lowa) before the Pan Ameri- 
can Congress of Physical Medicine, San Juan, Puerto Rico, January 29 
February 8, 1956. 


The objective in the management of the painful back consists in restoring the 
normal anatomy and physiology of the back. The author emphasizes that conditions 
such as spinal fusions and the application of braces are not physiologic and do not 


restore the patient's back to normality. Patients with the herniated disk syndrome 
may feel better following surgery, but four to five years later, symptoms may recur. 

Patients with back pain should have a complete and thorough physical examination 
to have the following conditions ruled out: spinal cord tumor, herniated disk, 
metastatic carcinoma of the prostate, rheumatoid spondylitis, multiple myeloma, 
leukemia, and osteoarthritis. 

Treatment should include vasodilators, muscle relaxants, analgesics, sedatives, 
local anesthetics, bed rest very rarely, passive and active exercises as tolerated, and 
massage and physiotherapy. 

The injection of rocaine or other local anesthetics into ‘trigger points’ in the back 
will relieve most painful backs not related to the organic diseases described above. 
Ultrasound therapy will also help in the functional group. 


Frozen Shoulder 


Presented by josepn s. parr before the American Academy of Ortho- 
paedic Surgeons, Chicago, January 28-February 2, 1956. 


The complaint of a frozen shoulder, which the author described as an inflammatory 
disease, runs through a course of from six months to two years. The first stage is 
the freezing shoulder, characterized by gradual, insidious onset, severe pain, and 
decreasing motion. The second stage is the frozen shoulder, in which there is minima! 
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pain and marked limitation of motion and function. The third stage is the thawing 
shoulder. It is the stage of increasing motion and function and disappearing pain. 

This condition is seen primarily in patients from 45 to 60 years of age and mostly 
in women. It does not occur so frequently in laboring people but is seen in persons 
who have been using their shoulder for prolonged and unusual activity, such as 
washing ceilings and walls. Exposure to cold may be a factor, and the condition 
sometimes follows coronary attacks. 

Treatment should not be too drastic, especially manipulative treatment, because 
it may interfere with the natural history of the disease, which always leads to 
recovery, although the time span may be lengthened. The author prescribes rest 
at the carly stage, including use of a sling, and guarded gentle exercise. These, with 
heat and analgesics (codeine and acetylsalicylic acid or phenylbutazane), might 
abort the attack. Treatment at the frozen stage includes increasing passive and 
active exercise, properly supervised. Here, especially, the doctor must avoid too 
vigorous manipulation. In very severe cases, cortisone or adrenocorticotropic 
hormone, properly used, might be effective. 


Psychiatric Factors in the Therapy of Duodenal Ulcer 
Presented by sAMUEL H. KRAINES, M.D., before the American College of 
Surgeons, Metropolitan Chicago Chapter, January 19, 1956. (To be 
published in the Illinois Medical Journal.) 


The presence of tumors in, the manipulation during surgery of, and experimental 
procedures on the diencephalon are often associated with peptic ulcer formation. 


Emotional tension is also associated with the formation and exacerabation of such 
ulcers. The neural mechanism whereby peptic ulcers are formed probably consists 
of excessive stimulation of the hypothalamus resulting in abnormal parasympathetic 
activity and in abnormal hormonal (adrenal) activity via the pituitary. Emutional 
stress may be acute or chronic, and the latter is frequently the etiologic factor, 
acting via the hypothalamus. In addition to the emotional stress, there is the 
factor of the susceptible personality—some persons with the same stress will not 
develop an ulcer. Ulcer patients usually have a high level of emotional tension 
under excessive control and with minimal outlets for these tensions. The author 
states that there is no stereotyped ulcer character. 

In addition to the necessary medical and surgical care of the ulcer patient, psy- 
chiatric therapy aims at relieving stress where possible and at readjusting the per- 
sonality so that the individual personality habit patterns of reaction become those 
of relaxation and calmness rather than of tension and irritability. Simple advice to 
‘“relax'’ and to ‘take it easy"’ is usually ineffective. Psychotherapy involves listen- 
ing to the patient, evaluating objectively the role of stress, and slowly but per- 
sistently cultivating mentally healthy habits of reacting to life. 
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Medical Research: A Midcentury Survey. Volume 1. American Medical Research: 
In Principle and Practice. xxxii + 765 pp. Volume II. Unsolved Clinical Problems: 
In Biological Perspective. xxxii + 740 pp. New York, American Foundation, 
1955. $15.00 


Medical research in the United States and the medical problems still unsolved at 
mid-century are fascinatingly reviewed in these two volumes from the American 
Foundation, They are the work of a committee of consultants who included out 
standing authorities in many fields associated with medical research. This com- 
mittee furnished the basic material, which was then integrated and coordinated by 
Miss Esther Everett Lape and her staff at the Foundation. 

The first volume deals with the relationship of such sciences as chemistry, physics, 
and biology. It also contains a thorough analysis of the financial, administrative, 
and political factors that enter into American research. 

The physician and research scientist will probably be more interested in the second 
volume, which presents a discussion of the following unsolved clinical problems: 
cancer, infertility, arteriosclerosis, hypertension, the rheumatic diseases, tuberculosis, 
the nature of virus diseases, alcoholism, and schizophrenia. The advances made 
in each of these fields during the last half century are clearly shown, without going 
into confusing details. As reviews of these complicated problems, these volumes are 
masterpieces of logical exposition and clear, readable prose. 

In the section dealing with alcoholism, which reviews the problem from its meta- 
bolic, endocrinologic, and psychiatric aspects, there is a happy discussion of the 
hypothesis that the compulsive drinker develops a conditioned pattern of tissue 
enzyme activity which then sets the basis for the habit. The chapter on schizophrenia 
is a balanced, comprehensive, and well presented summary of the problem. The 
section on the rheumatic diseases is superbly done, giving an accurate and readable 
summary of present-day knowledge in this confusing field. 

The chapter on cancer is perhaps the most interesting to the physician who has 
neither the time nor the opportunity to keep abreast of the growing complexity of 
cancer research. It is simply written, yet contains all the essential information on 
four interrelated experimental approaches to the problem of carcinogens and their 
metabolic fate. The role of enzymes, hormones, and possible viruses in tumor 
formation or control is very thoroughly discussed. The section dealing with the 
theories that have influenced or are still influencing cancer research is most illu- 
minating. 

It is rare that a survey of this nature can be unreservedly praised. Too many such 
surveys are mere collections of data in chronologic order. These two volumes are 
so well organized and so well written that the story of research during the first 
half of our century takes on both power and drama. The survey is unhesitatingly 
recommended for every physician or research worker. 
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Diabetes Mellitus—Objectives and Methods of Treatment. wenry t. rickerts. Spring- 
field, Ill., Charles C Thomas. Pp. 123. $3.25. 


This concise monograph, intended primarily for the general practitioner, provides 
a handy reference work on the treatment of diabetes. Subjects covered include the 
therapy of uncomplicated diabetes, diabetic acidosis and coma, preoperative and 
postoperative treatment of diabetic patients, and a selection of suitable dict charts. 

The work presents a great deal of practical information, including tables of blood 
sugar ranges in glucose tolerance tests, graphs showing the effect of daily doses of 
insulin in relation to meals, and a method of estimating caloric allowance. Eleven 
different diets are given, cach accompanied by a sample meal plan. 


Motivation and Personality. a. u. Mastow. New York, Harper & Brothers, 1954. 
Pp. 411 + xiv. $4.50. 


This book enthusiastically presents a theory of human motivation and personality 
dynamics that appears to be based primarily on the author's belief that there are 
certain basic psychologic needs, such as self-esteem, that are instinctoid. The 
author develops his theme with the crusading spirit of one who finds that cxisting 
concepts of human nature are too pessimistic, limited, and atomistic to provide an 
understanding of man's inner nature and individual potentialities. 

Except for the last three chapters, all the material in this book has previously 
appeared in articles published by the author during the past 15 years. As a conse- 
quence, some of the content, as the author points out, is rather dated. This is par- 
ticularly true of Chapter 3, ‘‘ Holistic-Dynamic Theory in the Study of Personality,” 
which attempts to resolve differences between experimental, clinical, '' atomistic,”’ 
and “‘ holistic’’ psychology. The first two chapters emphasize the importance of the 
scientist in science. About half of the volume is devoted to arguments favoring the 
author's theory of motivation, the role of basic need gratification, the instinctoid 
nature of these “‘basic’’ needs, the importance of threat to the instinctoid needs in 
psychopathogenesis, and a rejection of aggressiveness as instinctual. The author's 
chief argument for his instinctoid need hypothesis is that a noninstinctual approach 
to personality dynamics has failed, in his opinion. To support his thesis, the author 
points to various clinical observations of an interesting but vague nature. His 
arbitrary designation of certain psychologic needs as ‘‘basic’’ seems highly ques- 
tionable. 

The remainder of the book presents many worth-while personal observations, 
particularly concerning love in ‘‘self-actualized’’ people and psychotherapy as a 
good human relationship. The author's style is refreshing. Albert D. Annis, Ph.D. 
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